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poliomyelitis, tuberculosis, leprosy, bacil- 
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Inositol Hexanicotinate for Improved Nicotinic 
Acid Therapy 


Preliminary Report 


Ashton L. Welsh, M.D., and Mitchell Ede, M.D. 


CINCINNATI, OHIO 


The hexanicotinic acid ester of meso-inositol, inositol hexanicotinate,* consists 
of six molecules of nicotinic acid and one molecule of inositol. The compound is 
metabolized in the body into its component parts to produce nicotinic acid (niacin) 
and inositol (hexahydroxycyclohexane) (CsHe(OH)¢).! In the United States, the 
compound was first described by Badgett et al.?: ® 


PHARMACOLOGICAL ACTION 


Inositol hexanicotinate, when administered by stomach tube to rats, rabbits, 
guinea pigs, and dogs in increasing dosages of 100 to 1000 mg./Kg., did not influence 
weight, appetite, or activity, even though the amounts administered were 300 times 
greater than the therapeutic dosage.‘ Rabbits were given inositol hexanicotinate in 
single doses of 100 to 500 mg./Kg., and in successive doses of 200 to 300 mg./Kg., 
at intervals of 10 to 15 minutes into the marginal vein. In dogs, injections were 
into the vena pedis. During and after intravenous injections, none of the animals 
showed reactions from the norm, although the amounts administered were 50 to 
100 times higher than oral dosage. Of therapeutic significance was the observation 
that pharmacological action did not reach the maximum immediately, but required 
about 10 hours because of slow metabolism of inositol hexanicotinate into nicotinic 
acid and inositol. 

When doses of 200 to 350 mg./Kg. were administered intravenously, it was ob- 
served that blood pressure in dogs receiving 10 to 100 mg./Kg. fell markedly, in 
some cases to 50 per cent of the initial pressure, after 10 to 30 minutes.> Return to 
normal required three to five hours. 


*The trade name of Philadelphia Ampoule Laboratories for inositol hexanicotinate is Hexanicotol. 
The drug was supplied for this study by this firm in capsules of two strengths: 200 and 300 mg. 





CLINICAL EXPERIENCE IN EUROPE 


Donatelli et al* reported that a single oral dose of 200 mg. of inositol hexanicotinate 
reduced blood pressure by 10 to 45 mm. (average 30 mm. ), for an average of 12 hours. 
In a study of 64 hypertensive patients, favorable response was observed in 93 per 
cent. There was good tolerance and complete absence of flushing and gastrointestinal 
distress. 

Lindqvist*® reported response by patients with organic cardiovascular disturbances, 
Raynaud's disease, and ‘‘restless legs’’ (a syndrome of night cramps). In 18 cases 
of manifested or threatened gangrene, and in 41 patients with intermittent claudi- 
cation, remarkable results were obtained when inositol hexanicotinate was adminis- 
tered orally. Amputation was avoided in 8 patients with ulcerations resulting from 
arteriosclerosis. In 24 cases of Raynaud's disease, the superiority of the drug over 
other therapeutic measures was deemed striking. In 41 patients with a syndrome of 
nightly leg cramps, results were excellent, some patients becoming asymptomatic. 
In certain cases of migraine, results, likewise, were favorable. No side effects and 
no toxic reactions were observed. 


PURPOSE OF STUDY 


The vasodilating, hypotensive, and hypocholesteremic activities of nicotinic 
acid’: § are well known; also well known is the lipotropic activity of inositol.*: '° 
This study was undertaken for the purpose of evaluating possible vasodilating, 
hypotensive, hypocholesteremic, and lipotropic effects of inositol hexanicotinate, 
when administered orally to patients with selected dermatoses. 


METHOD AND SCOPE 


All patients were drawn from private practice; all were observed at weekly in- 
tervals during the study period, and only those who faithfully followed prescribed 
regimens were included in evaluation of results. Fourteen patients who failed to 
cooperate or who discontinued therapy were omitted from this report. Topical and 
actinic therapeutic regimens were varied as conditions required; inosito! hexanic- 
otinate (taken at mealtime) was the only therapeutic agent administered orally. 
Daily dosages ranged from 600 to 1800 mg., during intervals of from 4 to 12 months. 

Diagnoses of patients, grouped for discussion purposes, are summarized in table I. 


RESULTS 


Table II indicates types of disease entity, number of patients, duration of therapy, 
and response thereto. 


COMMENT 


Group 1. Dermatoses in Which Benefit Has Been Reported or Observed After Oral Therapy 
with Nicotinic Acid and/or Nicotinyl Alcohol. Benefit has been known to follow oral 
therapy with nicotinic acid!' in certain patients with acne and oral therapy with 
nicotinic acid'* and with nicotiny] alcohol'* in certain patients with dermatitis 
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herpetiformis, according to the experience of others and our own. In group 1, 24 
patients had received usual topical and actinic therapeutic regimens, together with 
oral administration of nicotinic acid and/or nicotiny] alcohol, during previous 
exacerbations of the dermatoses. Responses of these patients were known, and for 
purposes of this evaluation, this group may be considered as constituting a control 
series. 

In the group of 69 patients with acne, 16 patients had complained of flushing and 
2 patients had complained of nausea while taking nicotinic acid, when daily dosages 
ranged from 50 to 100mg. While flushing after ingestion of nicotinic acid is transient 
and apparently harmless, in our experience, it occasions frequent comment and 
complaint, particularly among younger patients. 

Of 5 patients with dermatitis herpetiformis, 4 had complained of flushing, 3 had 
complained of nausea, 2, of vomiting, and 2, of giddiness while taking nicotinic acid 
and/or nicotinyl alcohol, when daily dosages ranged from 100 to 400 mg. In 3 
patients, nicotinic acid and/or nicotinyl alcohol therapy alone was ineffectual in 
establishing or maintaining control of the disease. Three patients had pruritic 
eruptions and had required concomitant topical therapy with steroids to minimize 
excoriation. 

During therapy with inositol hexanicotinate, there was not a single complaint 
from any patient nor were there any side effects referrable to medication. Patients 
tolerated dosages two to five times larger than previously used dosages of nicotinic 
acid and/or nicotinyl alcohol. In 4 out of 5 patients with dermatitis herpetiformis, 
inositol hexanicotinate was effective in establishing and maintaining control when 
there was exacerbation of the dermatosis. None of the patients was troubled with 


TABLE I 


Diagnoses of Patients Who Received Oral Therapy with Inositol Hexanicotinate 
Disease entity No. of patients 


Group 1. Dermatoses in which benefit has been reported or observed 
after oral therapy with nicotinic acid and/or nicotiny! alcohol 

Acne 

Dermauitis herpetiformis 

Glossitis areata exfoliativa 


Group 2, Dermatoses associated with peripheral circulatory failure 
Stasis dermatitis and/or ulceration 
Stasis dermatitis with migraine 
Raynaud's disease 
Scleroderma (linear) 


Group 3. Dermatoses associated with disturbance of lipid metabolism 


Psoriasis 
Necrobiosis lipoidica diabeticorum 


Total 
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pruritus. This meant a considerable saving in medication costs for the patients who 
had previously required topical steroid therapy. 

Patients with acne, in our series, constituted an essentially normotensive group; 
1 patient with dermatitis herpetiformis was hypertensive. Blood pressure readings 
were obtained on 8 patients with acne and on 5 patients with dermatitis herpetiformis 
before institution of therapy with inositol hexanicotinate. When these readings 
were compared with those obtained after the first week and after the first month of 
therapy, for the patients with acne, there was no significant change (usual daily 
dosage, 600 mg.), and for the patients with dermatitis herpetiformis, after the first 
month of therapy, there was only a slight hypotensive effect, a reduction of 10 
mm. in systolic pressure in the 1 hypertensive patient (usual daily dosage, 600 to 
1800 mg. ). 

Urinalyses obtained on 3 patients before institution of therapy showed no signifi- 
cant change when compared with urinalyses after three months of therapy. 

Group 2. Dermatoses Associated with Peripheral Circulatory Failure. In group 2, 17 
patients had received usual topical and actinic therapeutic regimens, together with 
oral administration of nicotinic acid, during previous exacerbations of the dermatoses. 
Responses of these patients were known, and for purposes of this evaluation, this 
group may be considered as constituting a control series. 

All patients tolerated, without side effects, dosages of inositol hexanicotinate 
two to four times larger than previously used dosages of nicotinic acid. Patients 
with pruritic stasis dermatitis obtained marked relief from itching while under 
therapy with inositol hexanicotinate. Observations would indicate that the sus- 
tained peripheral vasodilatation produced by inositol hexanicotinate favors the 
processes of normal healing more than the sudden, temporary vasodilating effect of 
nicotinic acid. 

One patient with migraine associated with arteriosclerosis, who had received 
elsewhere all usual forms of therapy during the previous 10 years, experienced com- 
plete relief from migraine during the 10 months of therapy with inositol hexanico- 
tinate (usual daily dosage, 1200 mg.). 

One patient with Raynaud's disease progressed very well on a usual daily dosage 
of 1800 mg. Large necrotic areas involving the finger tips healed normally, flexi- 
bility of fingers and hands increased, and it was assumed that peripheral circulation 
had improved, inasmuch as the patient no longer complained of coldness and dis- 
comfort. 

Progress of 1 patient with lesions of scleroderma, arranged in linear fashion from 
the left wrist to the left shoulder, was excellent (usual daily dosage, 1200 mg.). 
We attribute such response to increased and maintained vascular dilatation with 
consequent improvement in peripheral circulation. 

Group 3. Dermatoses Associated with Disturbance of Lipid Metabolism. We realize 
that despite numerous reports and claims, evidence is far from conclusive that there 
is a cause-and-effect relationship between blood lipids and atherosclerosis (or psoria- 
sis), and there is no proof that a successful reduction of blood cholesterol is accom- 
panied by a halt or regression in atherosclerotic changes in the coronary, cerebral, 
or other arteries (or in psoriatic changes in the skin and nails). Any effort, there- 
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fore, to manage elevated levels of blood cholesterol and total lipids by drugs or 
dietary aids must be considered purely experimental.'* That these levels were 
reduced by therapy with inositol hexanicotinate may be substantiated by the fol- 
lowing. In the experience of others,!*: !6 as well as our own, about one fourth of 
psoriatic patients had serum cholesterol and total lipids levels above normal before 
institution of therapy. These levels ranged from: cholesterol, 250 to 475 mg. /100 
ml., and total lipids, 935 to 1075 mg./100 ml. We cite laboratory data for 1 female 
patient before institution of therapy and eight months thereafter, on a daily dosage 
of 1200 mg.: before: cholesterol, 310 mg./100 ml., and total lipids, 1050 mg./100 
ml.; after: cholesterol, 280 mg./100 ml., and total lipids, 950 mg./100 ml. At 
the end of eight months’ therapy, this patient suddenly developed an abscessed 
appendix requiring emergency surgery, and for 10 weeks, she was withdrawn from 
our observation. Upon her return, laboratory data, before reinstitution of therapy 
with inositol hexanicotinate, showed: cholesterol, 375 mg./100 ml., and total 
lipids, 1050 mg./100 ml. 

In this patient, and in a number of others, pruritus was relieved and there was 
some apparent increase in favorable response by skin lesions after addition of inositol 
hexanicotinate to conventional treatment programs (and to conventional low-fat 
diets). However, a number of patients showed litcle or no favorable response, and 
we were unable to establish any correlation between hypocholesteremic and lipo- 
tropic effects of medication and status of cutaneous lesions. Our failure in this 
regard parallels the experience of others in the treatment of psoriasis with other 
lipotropic agents. 

Laboratory data are presented for 2 patients with necrobiosis lipoidica diabeti- 
corum: patient 1: before therapy—cholesterol, 210 mg./100 ml.; total lipids, 750 
mg./100 ml.; blood sugar, 123 mg./100 ml.; after 10 months of therapy (daily 
dosage, 1200 mg.)—cholesterol, 185 mg./100 ml.; total lipids, 650 mg./100 ml.; 
blood sugar, 123 mg./100 ml.; patient 2: before therapy—cholesterol, 245 mg./100 
ml.; total lipids, 710 mg./100 ml.; blood sugar, 125 mg./100 ml.; after 10 months 
of therapy (daily dosage, 1200 mg.)—cholesterol, 205 mg./100 ml.; total lipids, 
660 mg./100 ml.; blood sugar, 105 mg./100 ml. 

In these patients, we were unable to establish correlation between hypocholes- 
teremic and lipotropic effects of medication and lesion status. Patient 2 manifested 
almost complete clearance of cutaneous lesions; in patient 1, there was little change. 
Both patients experienced marked relief from pruritus. It is interesting to note the 
decrease in blood sugar in patient 2, which would appear to confirm the findings of 
others with regard to the mild hypoglycemic action of nicotinic acid.'? While 
neither patient has developed diabetes, both are being watched carefully. 

None of the patients in group 3 complained of any side effects from therapy with 
inositol hexanicotinate. That medication was not always taken during or immedi- 
ately after a meal was substantiated by information volunteered by 6 patients. 
They said that it was not always convenient ‘to take medicine when dining out’’; 
however, they always managed ‘‘to take it within an hour or two."’ Regardless of 
when these patients took inositol hexanicotinate, there were no gastrointestinal 
disturbances resulting from medication. A possible explanation may be that while 
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nicotinic acid is a gastric irritant, inositol hexanicotinate is not acidic in nature, 
being a nicotinic acid ester of inositol. 


CONCLUSIONS 


We conclude from the responses observed during our preliminary studies that 
inositol hexanicotinate is superior as an oral therapeutic agent to nicotinic acid, for 
the following reasons: freedom from side effects, slow rate of metabolism, producing 
sustained-release of nicotinic acid (with its vasodilating and hypocholesteremic 
activities) and of inositol (with its lipotropic effects). 
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Clinical Experience with the Use of Sulfa- 
dimethoxine in the Treatment of 100 Cases 
of Urinary Tract Infections 


Richard E. Kobilak 


ROCHESTER, N. Y. 


The sulfonamides have been used extensively and successfully in the treatment of 
urological disorders.'~* Their wide antibacterial spectrum and particular effective- 
ness against the gram-negative organisms Escherichia coli, Aerobacter aerogenes, Proteus 
vulgaris, and Pseudomonas aeruginosa have made them the drugs of choice in urinary 
tract infections.'~* The sulfonamides have been used successfully in infections with 
Staphylococcus and other gram-positive organisms.‘ ® The development of bacterial 
resistance, particularly of strains of staphylococci, has caused many of the antibiotics 
to lose much of their effectiveness.» 7 Because of both broader antibacterial spec- 
trum and less likelihood of the occurrence of bacterial resistance with their use,' 
the sulfonamides have proved in practice to be superior in urological infections. 

Sulfadimethoxine (Madribon*), one of the newer sulfonamides, a low-dosage, 
long-acting drug, has been reported effective in the treatment of urinary tract in- 
fections.*» §»® An important advantage of this drug is its sustained therapeutic 
blood levels. The drug is excreted very slowly into the urine, yielding higher 
blood levels with lower dosages than most of the currently available systemic sul- 
fonamides.'° After oral administration of a single dose of 1 Gm., therapeutic blood 
levels were obtained after four hours and effective antibacterial action was main- 
tained for 24 hours in a study by Brandman et al.!! 

Sulfadimethoxine is also exceptionally well tolerated and is characterized by a 
very low incidence of side effects,'?» !* an important factor in treating urological 
disorders, since many of the infections are persistent or chronic and often require 
several months of treatment. This is strikingly emphasized in a study by Leff*: ° 
in which 35 persons with paraplegia who were treated for chronic bladder inflam- 
mation received sulfadimethoxine continuously for one year. There was a complete 
absence of side effects in all of the patients in spite of the prolonged therapy. An 
additional advantage for the patient with a chronic urological disorder is that the 
sulfonamides are relatively inexpensive compared with antibiotics. 


METHODS AND MATERIALS 


A series of 100 patients with various types of genitourinary tract infections were 
treated with sulfadimethoxine. This group included 79 office patients and 21 pa- 
tients who were hospitalized for various urological disorders. Included in the study 
were 14 children less than 12 years old and 86 adults. 


* The trade name of Hoffmann-La Roche, Inc., for sulfadimethoxine is Madribon. 
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TABLE I 
Summary of Conditions for Which Sulfadimethoxine Was Used 








Condition No. of cases 





Acute cystitis 

Acute hemorrhagic cystitis 

Chronic prostatitis with cystitis 
Acute epididymitis 

Acute pyelonephritis 

Chronic pyelonephritis 

Chronic pyelonephritis with stones 
Postoperative open prostatic surgery 
Postoperative closed prostatic surgery 
Chronic cystitis 

Postoperative ureteral surgery 
Chronic pyelonephritis with nephrostomy tube 
Postoperative bladder fulguration 
Miscellaneous 


Total 


A great variety of simple and complicated urological problems were involved, as 
summarized in table I. Cystitis, the most common infection, occurred in more than 
half of the patients as either an acute (29 cases) or chronic (3 cases) condition, often 
with an associated urological infection, i.e., prostatitis (20 cases). Pyelonephritis 
occurred in 15 cases. Sulfadimethoxine was administered preoperatively or post- 
operatively to 24 patients who underwent surgery. Prostatic surgery was performed 
in 17 patients, ureteral surgery in 4, and bladder fulguration in 3. Of the 100 pa- 
tients treated, 45 had acute and 31 had chronic infections in the nonoperative group. 
In 9 cases infections were complicated by obstruction or stones. 

Initial dosage of the drug varied from 0.5 to 3.0 Gm., with most patients receiving 
1.5 Gm. as the first dose. The maintenance dose in most acute cases consisted of 0.5 
Gm. daily. In most instances the drug was given for a period of 10 to 14 days, 
although some patients continued with a maintenance dose of 0.5 Gm. for as long 
as three months. 


TABLE If 
Organisms Most Frequently Cultured in Patients with Infections 


Organism No. of cases 


E. coli 


A. aerogenes 


ww 


it wth hh AO NW 


P. vulgaris 

Ps. aeruginosa 

Str. faecalis 

Anhemolytic Staph. albus 
Miscellaneous 

No growth 
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Sterile cultures were taken before treatment in 66 of the cases and again about 
two weeks after initiation of therapy. The organisms most frequently encountered 
are summarized in table II. Blood counts were done on all hospital patients during 
their course of treatment with sulfadimethoxine. 

Criteria for evaluating results were determined by symptomatic improvement, 
complete clearing of the urine on microscopic examination, and a follow-up culture. 


RESULTS 


The over-all clinical response to sulfadimethoxine was good in 81 cases and poor 
in 19 cases. In acute uncomplicated infections, the response was both prompt and 
good in 86 per cent of the cases (39 of 45) and in chronic uncomplicated infections, 
in 76 per cent (20 of 26 cases). 

The 12 failures encountered in patients with uncomplicated infections comprised 
4 cases of chronic pyelonephritis due to E. coli, 2 cases of acute pyelonephritis due to 
A. aerogenes, 2 cases of acute cystitis due to P. vulgaris, 2 cases of acute cystitis due to 
Streptococcus faecalis, and 2 cases of chronic cystitis due to A. aerogenes. 

Failures occurred most often when some complicating factor such as obstruction 
or a stone was present, but other drugs used previously on these patients were also 
associated with poor results. 

The preoperative and postoperative use of sulfadimethoxine gave favorable re- 
sults. Of the 24 surgical cases, infection was satisfactorily controlled in the majority 
of cases. 


The drug was well tolerated in all but 3 patients. Two reported that it caused 
nausea but without vomiting and 1 patient developed urticaria. These side effects 
disappeared promptly once the drug was discontinued. Blood counts done on the 
hospital patients showed no significant changes. 

The organism that was most susceptible to sulfadimethoxine was E. coli. 


DISCUSSION 


The clinical results obtained with sulfadimethoxine in this study correlate well 
with reports of other studies involving the use of this drug in genitourinary infec- 
tions.*: *»* Its wide antibacterial spectrum makes it an effective agent in the man- 
agement of most infections of this type. The chief advantage of this drug over many 
of the sulfonamides is its sustained action requiring less frequent dose administra- 
tion.'° The drug has great value in any case where long-term sulfonamide therapy 
is indicated, such as in persistent chronic infections or in cases where an indwelling 
catheter or other instrumentation is employed. 

In patients with chronic infections, treatment is often protracted and dosage must 
be adequate in order to achieve maximum effectiveness of the drug. This makes the 
use of an extremely safe drug imperative. The low incidence of side effects in this 
study is in agreement with results reported by others.!*: 1% The side effects en- 
countered were few and mild: nausea in 2 patients and urticaria in 1. The patients 
who received a maintenance dose of 0.5 Gm. daily for as long as three months showed 
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no evidence of side effects. Prolonged usage of the drug was well tolerated, and in 
our experience it may be given for long periods of time with safety. 


SUMMARY 


Sulfadimethoxine was administered to 100 patients who had a variety of acute or 
chronic genitourinary disorders. 

The group included 24 patients who underwent surgery and to whom the drug was 
administered preoperatively, postoperatively, or both. 

Most patients received 0.5 Gm. daily as the maintenance dose for 10 to 14 days but 
some patients remained on the drug for three months. 

Of the 100 cases, the response to sulfadimethoxine was good in 81 cases and poor 
in 19 cases. Failures were most often encountered when some complicating factor 
was present. 

The drug was well tolerated in all but 3 patients. Two had mild nausea without 
vomiting and 1 developed urticaria. 

It may be concluded from this study that sulfadimethoxine is a safe and effective 
agent for the treatment of genitourinary infections. 
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Spiramycin and Penicillin in the Treatment of 
Scarlet Fever: Clinical and Serobacteriological 
Observations 


J. Jeljaszewicz and T. Skalmowski 


DEPARTMENT OF MICROBIOLOGY, MEDICAL ACADEMY, AND DEPARTMENT 
OF INFECTIOUS DISEASES, STATE CHILDREN’S HOSPITAL 
POZNAN, POLAND 


The primary goal in etiological treatment of scarlet fever is removal of Strepto- 
coccus pyogenes from the throat, which is especially important for the prophylaxis 
of rheumatic fever. A number of experiments have shown that the best results are 
obtained with the use of benzathine penicillin G, given intramuscularly or orally.!» ? 
Good results have also been obtained with other penicillin preparations, and re- 
cently phenoxymethy] penicillin was used with considerable success.*» 4 Benzathine 
penicillin G is especially active in rheumatic fever prophylaxis, as was proved in 
mass examinations by several authors. Treatment with sulfadiazine was somewhat 
less effective; however, the results were sufficient for prophylaxis.°® 

Other antibiotics, on the other hand, are less valuable than penicillin in the treat- 
ment of scarlet fever and other streptococcal infections; besides, the results obtained 
by different authors often vary considerably. Novobiocin did not eliminate strepto- 
cocci from the throat. Klemola et al’ treated 100 patients with scarlet fever with 
tetracycline for five days; the control group consisted of 100 children treated with 
benzathine penicillin G together with intramuscular penicillin G. These authors 
stated that the streptococci disappeared from the throats of all patients after treat- 
ment. After two weeks, however, recurrences were cbserved in 50 per cent of pa- 
tients treated previously with tetracycline, while the rate in the control group was 
only 6 per cent. Other communications, however, indicate good results with this 
antibiotic.* Other tetracyclines are not considered effective in the treatment of 
scarlet fever.’ ° In studies with these antibiotics, recurrences were observed in 25 
to 40 per cent of the patients. Newer sulfonamides are probably not suitable for this 
disease. For example, LaBocetta et al!® do not recommend the use of sulfisoxazole. 

Better results in the treatment of scarlet fever and of other streptococcal infections 
were obtained with antibiotics of the erythromycin group. Treatment with erythro- 
mycin for 7 to 10 days was reported to cause complete eradication of streptococci.!!» 1? 
Other authors, however, treated 38 children with rheumatic fever with this anti- 
biotic and observed poor results, substantiated by a considerable number of positive 
cultures from the throat after treatment and by a significant increase in the anti- 
streptolysin 0 titer.!* Moreover, antibiotics of the erythromycin group can produce 
resistant mutants of streptococci, as has been shown in vitro. '* 

According to a few reports, spiramycin, an antibiotic of the erythromycin group, 
may be successfully applied in the treatment of scarlet fever.'® 

The present work deals with clinical, bacteriological, and serological observa- 
tions in 84 patients with scarlet fever treated with penicillin and spiramycin. 
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MATERIALS AND METHODS 


Eighty-four children, aged 2 to 13 years, admitted to the hospital with a clinical 
diagnosis of scarlet fever, were divided into three groups: treated with spiramycin, 
27 children; treated with penicillin, 30 children; control (no antibiotic), 27 children. 
In most cases, the patients were admitted to the hospital two or three days after the 
first symptoms appeared. They were isolated in four- or five-bed rooms during their 
stay at the hospital. 

Treatment. Spiramycin was given orally, in a dosage of 75 mg./Kg. of body weight, 
four times daily. Sodium crystalline penicillin G, in a dosage of 300,000 units, was 
given intramuscularly twice daily. 

Cultures from Nose and Throat. Smears, taken by the physician, were sent to the 
laboratory not later than two hours after being made. They were immediately 
inoculated on Pike's broth'® and transplanted on sheep blood agar after 18 hours’ 
incubation. $-Hemolytic colonies of streptococci were grouped according to Max- 
ted,'? using actinomycin prepared in this laboratory, as described by Pakula, Tyc, 
and Walczak.*'* 

Determination of Antistreptolysin 0 Titer. This was conducted according to the 
method of Hodge and Swift.'* A titer of 1:200 has been considered the upper border 
of normal value. 

C-Reactive Protein Determination. The presence of C-reactive protein in serum was 
determined using the capillary method described by Anderson and McCarty.t*° 

Determination of Susceptibility to Antibiotics. Sheep blood agar plates without pep- 
tone were inoculated with each strain. Standard filter paper discs were placed onto 


the surface of the agar and then soaked with a drop of freshly prepared antibiotic 
solution. 


RESULTS 


Clinical observations concerning body temperature, disappearance of inflammation 
in the throat, and disappearance of the rash did not show any basic differences as 
to the time of incidence in all investigated groups. In antibiotic-treated children, 
the temperature became normal after two to three days; since the patients were 
admitted to the hospital on the second or third day after appearance of pathological 
symptoms, temperature became normal on the fifth or sixth day. The rash dis- 
appeared completely on the fifth or sixth day of illness, and the inflammatory lesions 
in the throat on the eighth or ninth day. These symptoms disappeared at almost 
the same time in the children who were not treated with antibiotics. No side re- 
actions were observed in the spiramycin- and penicillin-treated groups. 

Cultures from the nose and throat showed the presence of Str. pyogenes in more 
than 85 per cent of cases at the time of admission. On the tenth day after the be- 
ginning of treatment, streptococci were eliminated from the throats of all spiramycin- 

* The precipitating sera were obtained from Burroughs Wellcome & Co., London, and were received as 
a grant from the Rockefeller Foundation. 

} The precipitating sera were obtained from Difco Laboratories, Detroit, and were received as a grant 
from the Rockefeller Foundation. 
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TABLE I 
Str. pyogenes én the Throat Cultures 





Culture positive for Str. pyogenes, 
Number of day of treatment 
children - - 


Treatment examined 


Spiramycin 27 
Penicillin 30 


None 27 


treated children. However, two children in the penicillin-treated group showed 
consistently small numbers of Str. pyogenes in their throats. On the other hand, in 
the control group in about 50 per cent of cases the streptococci could be cultivated 
from throat swabs. All isolated strains were completely sensitive to penicillin and 
spiramycin (table I). 

Table II presents the C-reactive protein incidence in the sera of the children studied. 
It shows that ciais protein was present in 77 of 84 cases. It disappeared more quickly 
in the autibiotic-treated groups than in the control groups. Only eight sera in this 


TABLE II 
C-Reactive Prcetein in the Sera of Children with Scarlet Fever, Treated by Various Methods 


Day after Results of the C-reactive protein test, number of children 
beginning the ne wos $$$ ______—__-- 
Treatment treatment 4+ 3+ 2+ 1+ = _ 


Spiramycin 


ol ae | 


Penicillin 


Control 
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TABLE III 


Averaze Value of the Antistreptolysin 0 Titers in the Sera of 84 Children with 
Scarlet Fever, Treated by Various Methods* 





Average value of titer, day of treatment Difference in the average 
— — value of titers between 
Treatment 1 10 days 1 and 20 of treatment 








Spiramycin 186.5 332.6 <4 144.2 

Penicillin 221.6 330.0 125.0 

None (control) 172.9 420.8 381.2 

* Antistreptolysin 0 titers were determined 1, 2, 3, 4, 5, 10, and 20 days after beginning the treatment; 

the average was taken at first from all determinations, but no significant differences were found on the 
second, third, and fourth days. 


group did not contain C-reactive protein at all on the fifth day of treatment, while 
in the antibiotic groups the respective number for penicillin was 14 and for spira- 
mycin 15. Ten days after the beginning of treatment with antibiotics the absence 
of C-reactive protein was noted in the sera of almost all patients, while there were 
as many as il positive tests in the control group. 

Detailed observations of the increase in the antistreptolysin 0 titer were made in 
all groups of patients. It was found, as shown in table III, that the average value of 
antistreptolysin 0 increased steadily in the control group as the illness was de- 
veloping, and the difference between the first and the twentieth days of illness was 
381.2 units. In penicillin-treated children this difference was much smaller, namely 
125.0 units, and in the spiramycin group it was 144.2 units. 

the complications were minimal in all cases (table IV). The control group 
showed the greatest number of complications, but in the penicillin-treated group 
complications were also relatively high. A strikingly small number of complica- 
tions was observed in children receiving spiramycin. 


TABLE IV 
Complications in 84 Children with Scarlet Fever, Treated by Various Methods 





Number of children treated with 


Complication Spiramycin Penicillin 


Lymphadenitis ] 3 
Otitis media 
Secondary angina 
Arthritis 
Furunculosis 


1 
2 
l 


Pyuria 
Heart injury* 


Total a 13 16 


* Changes in the heart muscle confirmed electrocardiographically, which were not observed previously. 
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DISCUSSION 


A comparative study of the value of crystalline sodium penicillin G and spiramycin 
in the treatment of scarlet fever on the basis of observations made on 57 children has 
shown that both these antibiotics are effective for the treatment of this disease. In 
2 cases observed in the penicillin-treated group, however, the streptococci did not 
disappear from the throat after the treatment was concluded. On the other hand, 
all throat cultures from children treated with spiramycin for six days were negative 
10 days after treatment. No penicillin-resistant strains of Sr. pyogenes were observed 
until recently. These microorganisms may be made penicillin resistant in vitro with 
difficulty.2!_ Such strains do not contain M antigen and are not virulent for mice. 
Penicillin may be a factor, inducing formation of L forms of streptococci, which do 
not contain the group-specific polysaccharide. Lowbury and Hurst*‘ obtained 
tetracycline resistance with four strains of Str. pyogenes that had also lost their specific 
polysaccharide. 

The choice of an antibiotic for the treatment of scarlet fever, however, should be 
based on study of both clinical and laboratory results. For example, the experi- 
ments using tetracycline for treatment proved that although streptococci were fully 
sensitive to its action, infections caused by streptococci could not be successfully 
treated. 

The results obtained with spiramycin in the treatment of scarlet fever require 
further investigation; it seems, however, that this antibiotic may be successfully 
used for this purpose. The behavior of C-reactive protein and antistreptolysin 0 
titer in this disease proved the effectiveness of spiramycin. It is a well-known fact 
that treatment with effective chemotherapeutic drugs causes a certain decrease of 
growth of this antibody titer in comparison with that in nontreated persons.**~*? 
This phenomenon does not depend on the duration of the previous treatment”® or 
the dosage of antibiotic.** In our studies, treatment with spiramycin inhibited 
the formation of antistreptolysin 0 to a considerable degree, which indicates rapid 
elimination of Str. pyogenes from the throat. The average value of antistreptolysin 0 
titer in untreated children was three times higher than in those treated with anti- 
biotics. Although group A streptococci may be made erythromycin resistant in 
vitro,'* no spiramycin-resistant strain was isolated in either the present or other 
studies. A considerable increase in Staphylococcus aureus catriers among patients was 
observed during their stay in this hospital. According to Tunnevall,*® the great 
increase in carriers of penicillinase-producing staphylococci may have been responsible 
for two recurrences observed in our penicillin-treated group. In these patients, p- 
hemolytic streptococci were present in the throat throughout the course of treatment 
with penicillin, together with staphylococci producing large amounts of penicillinase 
in vitro. 

Spiramycin will probably not be administered in continuous antistreptococcal 
prophylaxis because of the risks involved in its permanent use. In the treatment 
of scarlet fever, however, and probably in other streptococcal infections, it gives 
results as good as those with penicillin. From our studies, it appears that spiramycin 
prevents complications much better than penicillin. 
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SUMMARY 


Three groups of children with scarlet fever were observed, of whom 27 were 
treated with spiramycin, given orally in a dosage of 75 mg./Kg. for six days; 30 
were treated with penicillin in a dosage of 300,000 units of crystalline sodium peni- 
cillin G injected intramuscularly twice daily for six days; and 27 children constituted 
the control group, who did not receive antibiotics. Spiramycin caused elimination 
of Str. pyogenes from the throat, which, however, persisted for 14 days after the 
treatment had been finished. In the throats of two children treated with penicillin, 
8-hemolytic streptococci belonging to group A were still present, although the 
clinical symptoms disappeared. From the throats of these children were isolated 
staphylococci, producing large amounts of penicillinase in vitro. The behavior of 
the C-reactive protein and of antistreptolysin 0 titer showed that spiramycin was as 
effective as penicillin. The average titer of antistreptolysin 0 in both antibiotic- 
treated groups was about three times lower than in the control group. Spiramycin 
treatment was much more effective for the prevention of complications, since only 4 
complicated cases were observed in the group treated with this antibiotic, while 
in the penicillin-treated group there were 13 and in the control group 16. 
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Use of Trimethobenzamide in Nausea 
Associated with Neoplastic Disease 


David W. Molander, M.S., M.D. 


DEPARTMENT OF MEDICINE, MEMORIAL CENTER FOR CANCER AND ALLIED DISEASES; 
DIVISION OF CLINICAL INVESTIGATION, SLOAN-KETIERING INSTITUTE FOR CANCER RESEARCH 
NEW YORK, N. Y. 

An estimated 700,000 people in the United States are known to have cancer, today’s 
“number 2 killer.’"! Therapeutic and palliative measures employed in the treatment 
of cancer often cause considerable nausea, the control of which is important not only 
for alleviating distress but also because it may mean the difference between con- 
tinuing and discontinuing therapy. 

Nausea is seen often in patients with neoplastic disease receiving radiation therapy 
and is encountered in approximately 15 to 20 per cent of those who undergo surgery 
for removal of malignant tumors. It is a troublesome clinical problem also in termi- 
nal cachetic cancer-ridden patients. Numerous methods have been tried to control 
nausea, but were discarded either because they were ineffective or because they 
produced severe side effects. While desiring to make the therapeutic course as com- 
fortable as possible, the clinician is faced with the choice between nausea and un- 
toward reactions from antiemetic measures. Every promising new antiemetic agent 
is therefore avidly tested. 

Reports of clinical studies*~* with trimethobenzamide* in cancer patients indi- 
cated that this drug might meet the requirements of effectiveness and freedom from 
side effects. Although trimethobenzamide is chemically unrelated to the pheno- 
thiazines, its antiemetic activity seems to be exerted directly on the emetic center 
in the brain.® Effects on other bodily mechanisms, however, have not been ob 
served, and side effects have been minimal and insignificant.*: 7 It was, therefore, 
with keen interest that we undertook a clinical study of this new antiemetic in a 
smal] group of patients. 


MATERIALS AND METHODS 


Trimethobenzamide was administered to 64 patients (21 male and 43 female) with 
nausea and vomiting associated with neoplastic disease. These patients were classi 
fied into four groups as follows: 

Group 1 included 38 patients receiving radiation therapy for various tumors in- 
cluding metastatic breast carcinoma, ovarian carcinoma, metastziic liver carcinoma 
(primary cancer of the colon involving the liver), or malignant lymphoma. (These 
patients were all known to have had symptoms of nausea with previous radiation 
treatments. ) 

Group 2 included 12 cachectic patients in the terminal stages of the disease with 
nausea a major part of their symptomatology. 


* The trade name of Hoffmann-La Roche, Inc., for trimethobenzamide is Tigan 





Group 3 included 12 patients with symptoms of nausea after the removal of malig- 


nant tumors. 

Group 4 included 2 patients with multiple myeloma who became nauseated when 
taking 4 to 6 Gm. daily of urethan. 

Each patient received 100 mg. of trimethobenzamide orally three times daily if 
able to swallow medication. For those unable to retain the capsules, intramuscular 
doses of 200 mg. were administered. If the symptoms were not alleviated after three 
injections, the drug was discontinued. 

Blood counts were done and renal and hepatic effects noted in all patients prior 
to and after therapy with trimethobenzamide. 

Results were classified as excellent, good, fair, or poor, the following criteria 
forming the basis for evaluation: excellent—complete relief of nausea; good—nearly 
complete relief, i.e., sufficient to allow the patient to take fluids and food, which 
previously had been impossible; fair—relief of symptoms 50 per cent of the time; and 
poor—no noticeable effect on symptoms. 


RESULTS 


In group 1 the response to trimethobenzamide was considered excellent in 15 
patients receiving radiation therapy, good in 9, fair in 9, and poor in 5 patients. 
Therapy was maintained for from 7 to 30 days. During the course of therapy, when 
the drug was arbitrarily stopped the symptoms returned and subsided again when 
the drug was readministered. This constituted a minimum control as a basis for 
testing the effectiveness of the antiemetic agent. 

Of the 12 patients in group 2, with terminal neoplastic disease, 4 were considered 
to have an excellent response; 3, good; 2, fair; and 3, poor. It is interesting to note 
that 1 patient with hypercalcemia due to far-advanced skeletal metastases had an 
excellent response to therapy. This was gratifying since this syndrome causes in- 
tractable nausea. However, 2 other patients with the same condition were not 
benefited. Medication was continued in this group for from 3 to 21 days or until the 
death of the patient. 

Four of the 12 postoperative patients in group 3 had excellent results; 2, good; 
3, fair; and 3 patients showed no improvement. Antiemetic medication was con- 
tinued for from one to six days in this group. 

One of the 2 patients in group 4 was able to continue on a daily dosage of 4 Gm. 
of urethan with a minimal degree of nausea. In the other patient trimethobenzamide 
was of questionable value. 

Summarizing these results, 23 (36 per cent) of the patients had an excellent response 
to therapy; 15 (23.4 per cent), good; 15 (23.4 per cent), fair; and 11 (17.2 per cent), 
poor. Thus a positive response to medication was obtained in 82.8 per cent of the 
patients. 

There were no alterations in the blood cell counts, no evidence of renal or hepatic 
toxicity or other side reactions; not even drowsiness was noted in any of the patients. 
No local reaction or pain was experienced by any of the patients receiving the drug 


parenterally. 
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TABLE I 


Control of Nausea with Trimethobenzamide 


Results 


No. of 
Indication patients Excellent Good Fair Poor 


Radiation sickness 
Metastatic breast carcinoma 
Ovarian carcinoma 
Metastatic liver carcinoma (cancer of 
colon involving liver) 
Malignant lymphoma 


Cachexia 
Postoperative nausea 
Drug-induced nausea Curethan) 


Toral 


DISCUSSION 


When evaluating the results, it must be remembered that the majority of patients 
studied were seriously ill and refractory to most forms of treatment. In view of this, 
it is gratifying that nearly 60 per cent had a good to excellent response with no un- 
toward reactions to the antiemetic. 

In our experience with cancer patients we have used most of the compounds ad- 
vocated for nausea. Although we have not directly compared trimethobenzamide 
with these other agents, it does seem to be one of the most useful drugs that we have 
used so far. Until its introduction, the patients treated chemotherapeutically were 
given large dosages of pyridoxine plus phenobarbital sodium. Trimethobenzamide 
compared favorably in effectiveness with these agents and did not have the adverse 
effects of phenobarbital. Trimethobenzamide permitted a smoother course of therapy. 
In the case of terminal patients it was possible to make their last few days more 
comfortable. 


SUMMARY 


Trimethobenzamide was administered to 64 patients with nausea associated with 
neoplastic disease. Dosages were 100 mg. orally or 200 mg. intramuscularly three 
times daily. In 38 patients, the nausea was associated with radiation therapy; in 
12 terminal cachectic patients, nausea was due to the advance of the disease process; 
in 12, nausea followed surgical removal of malignant tumors; and in 2, it accom- 
panied the administration of urethan. 

Results were good to excellent in 59.4 per cent of the patients and fair in 23.4 per 
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cent. Considering the severity of the illness, this represents a high relief rate in 


these patients. 
No toxic effects or adverse reactions of any kind were noted in any of the patients. 
Trimethobenzamide appears to be one of the most promising drugs developed to 
date for the relief of nausea in neoplastic disease. 
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Fulton Society to Be Created 


The former fellows and collaborators of Professor John F. Fulton will honor his 
memory by creating a Fulton Society, in which everyone who has had the privilege 
of working with him and enjoying his friendship will meet to keep his name and 
ideals alive in the scientific circles to which he devoted his life. 

Those who are interested in the society and who have not yet received information 
on it should write to Professor Dr. Victor Soriano, Calle Buenos Aires 363, Monte- 


video, Uruguay. 
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Clinical Observations with Dimethpyrindene 
Maleate in Allergic Rhinitis 
A New Antihistamine Compound 


William C. Grater, M.D. 


DALLAS, TEXAS 


At the present time there are more than 100 different antihistamine preparations 
available for clinical use. Many times this number have been synthesized and 
studied in animals and human beings without being released. Why should another 
antihistamine be added to this already crowded situation? Several reasons are readily 
apparent: clinical effectiveness may be improved, side effects lessened, and patient 
acceptance increased. Thus the search for more effective preparations with fewer 
side effects continues. 

Dimethpyrindene maleate (Forhistal*), when screened by pharmacological pro- 
cedures, gave promise of great potency combined with low toxicity. It compared 
favorably with already established antihistamines and therefore was put into clinical 
evaluation. 


METHODS AND MATERIAL 


In all patients rhinitis was established by history and/or skin testing to be on an 
allergic basis. In most instances the patient had been followed for considerable 


periods of time and studied for responses to established and experimental therapeutic 
agents. The study was limited to allergic rhinitis because of its chronicity and usual 
satisfactory response to potent antihistaminic preparations; patients with inter- 
current infections were excluded. The patients were inspected with a nasoscope 
before and after therapy. Both the patient's and the physician's evaluations were 
recorded. 

With any new medication, the dose-response curve must be roughly established 
as related to the side effects. This was shown by a double-blind study with the 1 mg. 
tablets given in varying dosages three times daily (table I). Patients were alternated 
with a week on plan 2 (active) and a week on plan 3 (placebo). 

Another group of patients were treated with 2.5 mg. long-acting tablets, given 
twice daily in most cases and three times daily in a few (table II). 

Occasionally reruns were made with comparison of responses to other proved anti- 
histamine drugs. 


RESULTS 
As noted in table I, dimethpyrindene maleate was vastly superior to the placebo 
and its therapeutic effectiveness is thus established. This was a double-blind study, 


* The trade name of Ciba Pharmaceutical Products Inc. for dimethpyrindene maleate is Forhistal. The 
drug was provided for this study by the Clinical Investigation Division of this firm. 





Disorder 


Chronic 
allergic 
rhinitis 


Acute 


polli- 


nosis 


TABLE I 


Antihistamine Versus Placebo, Double-Blind Study: Plan 2 Versus Plan 3 


Dosage 


1 tablet 


3 times daily 


2 tablets 


3 times daily 


3 tablets 


3 rimes daily 


1 tablet 


3 times daily 


2 tablets 
3 times daily 


3 tablets 
3 times daily 


Results 


Un- Comparison 
Satis- satis- - — 
fac- fac- Plan2 Plan 3 
Plan tory tory better better Same 


Total 35 


Drowsiness Nausea 


Side effects 


Nervousness 


Plan Plan Plan Plan Plan Plan 


2 3 


3 


2 3 


0 


* Code, unknown to physicians or patients until completion of study: plan 2 = 1 mg. dimethpyrindenc 
maleate, plan 3 = placebo. 


and the fact that plan 2 was 1 mg. of the drug and plan 3 the placebo was not known 
to physicians or patients until the observations were completed. 
Plan 2 was more effective than plan 3, especially in acute pollinosis; this difference 
was not as marked in chronic perennial allergic rhinitis. In spite of increased dosage 
2 or 3 tablets /dose), the side effects were infrequent and mild. It was interesting 


TABLE II 


Results with Dimethpyrindene Maleate, 2.5 mg. Long-Acting Tablets, in 130 Patients 


Disorder 


Satis- Unsatis- 
factory _ factory 


results results Drowsiness 


Chronic perennial allergic rhinitis 48 


Acute pollinosis 


Total 


32 
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57 


105 


Side effects 


Nervousness Nausea 


INTERNATIONAL RECORD OF 


Dry mouth 
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to note that the placebo caused almost as many side effects as the active drug; I 
suspect this was because of psychological reasons—a number of patients stated, ‘‘ All 
antihistamines make me sleepy.” 

Table II shows the results with the 2.5 mg. long-acting preparation. This pro- 
duced definitely smoother responses and had longer action than equivalent dosages 
of the plain tablets. Satisfactory results were recorded in 105 of 130 patients. While 
it is difficult to compare these data with the results of other investigators, it may be 
concluded that satisfactory results were obtained in the great majority of the pa- 
tients with allergic rhinitis. 

As would be expected, acute pollinosis responded better than chronic perennial 
allergic rhinitis. Of the patients with acute pollinosis, 57 reported satisfactory and 
8 unsatisfactory results, while in the chronic perennial rhinitis category, 48 patients 
reported satisfactory and 17 unsatisfactory results. 

One of the most gratifying observations was the extremely low incidence of side 
effects. Two patients complained of drowsiness and 1 of a dry mouth. Considering 
that 130 patients were studied, this is a very satisfactory phase of the action of the 


drug. 


DISCUSSION 


The clinical evaluation of antihistamines is seldom exact; too many fluctuating 
factors are involved. A few of these are antihistamine tolerance, favorable response 
to one chemical series but not to another, and, finally, the varying character of the 
symptoms. Symptoms are influenced by the amount of pollen striking the nasal 


mucous membrane, infection, psyche, and weather, to name only a few, and may vary 
almost from hour to hour. However, the usefulness of antihistamines is so well 
established that clinical evaluation of promising new ones for symptomatic relief is 
anecessity. In this respect, double-blind studies with comparison with either placebo 
or proved antihistamines are useful for obtaining more nearly objective data. 


CONCLUSIONS 


A new antihistamine compound, dimethpyrindene maleate, was administered to a 
number of patients with allergic rhinitis with generally satisfactory results. With 
the long-acting preparation, 105 of 130 patients had good therapeutic responses 

A double-blind study showed that the drug was better than a placebo in 35 pa- 
tients, had the same effect in 22 patients, and was less effective in 2 patients. 

The side effects were very few in number and very mild. 
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Use of Chlordiazepoxide in General Medicine 


Robert E. Fishbein, M.D., and Furman Jones, Jr.. M.D. 


KNICKERBOCKER HOSPITAL 
NEW YORK, N. Y. 


The physician in general practice is becoming increasingly aware of emotional 
factors as complicating components of the somatic disease he is called on to treat. 
Symptoms of anxiety, tension, apprehension, and agitation delay recovery and often 
create a difficult problem in the hospital management of many patients requiring 
long periods of confinement to bed. Diagnostic procedures that ordinarily would be 
impossible to perform with apprehensive, agitated patients may be carried out with 
facility after suitable ataractic agents are administered. The adjunctive use of such 
drugs in hospital and clinic patients alleviates the emotional symptoms that ac- 
company illness, and it is likely that they are a useful addition in the treatment of 
practically any organic disturbance. ! 

A serious drawback to the use of these drugs is the incidence of disturbing side 
effects. Adverse reactions associated with the Rauwolfia alkaloids, phenothiazine 
derivatives, and other ataraxics are well documented.*-* Use of such drugs in general 
medicine is therefore not warranted when side effects are frequent and serious. 

Chlordiazepoxide (Librium*), a new drug possessing a wide range of pharmacolog- 
ical activity, is chemically 7-chloro-2-methylamino-5-phenyl-3H-1,4-benzodiazepine- 
4-oxide hydrochloride. It has marked ataractic and muscle-relaxant properties and 
has been used successfully in clinical studies involving many diagnostic categories 
of psychoneurotic disorders. *~'° 

Chlordiazepoxide has a wide margin of safety at therapeutic dosage levels. The 
incidence of side effects has been extremely low with no evidence of cardiovascular 
disturbances, blood dyscrasias, or significant changes in kidney or liver func- 
tion. *» $. $4, 48 

Chlordiazepoxide has been used successfully as adjunctive therapy designed to 
calm and relax patients with various organic disorders.'!: !* It was therefore de- 
cided to investigate further the use of this drug in studies of this type. 


METHODS AND MATERIALS 


Chlordiazepoxide was administered to 100 patients, both hospitalized and out- 
patients, with a variety of organic disorders at Knickerbocker Hospital, New York 
City. There were 42 male and 58 female patients ranging in age from 13 to 84 
years. The diagnoses included myocardial infarction in both the acute and post- 
recovery phases, pulmonary disease, hypertension, alcoholism, arthritis, asthma, 
and multiple conditions (table I). All patients had a prominent component of 
apprehension, anxiety, tension, and/or agitation secondary to the organic disorders. 

The dosage of chlordiazepoxide ranged from 10 to 75 mg. daily with the exception 
of 1 patient who arrived at the hospital agitated and thrashing and was given two 


* The trade name of Hoffmann-La Roche, Inc., for chlordiazepoxide is Librium. 





50 mg. doses intravenously within one hour. This patient and 1 other were the only 
2 who received the drug intravenously, all others taking the drug in capsule form. 
The majority of patients received 10 mg. two or three times daily; duration of treat- 
ment ranged from three days to two months. 

Twenty-three patients had received ataraxics and other medications prior to 
treatment with chlordiazepoxide (table II), and results were compared. 

Evaluation of results was based on the degree of remission of the secondary symp- 
toms of anxiety, apprehension, tension, or agitation, and the response to treatment 
was Classified as ‘* complete,’’ “‘ partial,’’ or “* poor.”’ 


RESULTS 


Of the 100 patients who received chlordiazepoxide, response was excellent in 81, 
with complete remission of the symptoms for which the drug was indicated. Fifteen 
patients had partial relief and 4 had slight or no improvement. Remission was 
manifested in several ways. Often, required prolonged bedrest was obtained when 
anxiety and tension were removed. Several patients had been unmanageable on the 
wards prior to treatment with the medication. One patient with spinal meningitis, 
who arrived at the hospital agitated and thrashing, improved after receiving 50 mg 
of the drug intravenously at 3:35 a.m. and a repeat dose 15 minutes later. By 4:15 
A.M. the patient was calm enough to have a spinal tap performed. Another patient, 
who previously had had several emotional breakdowns, tolerated all distasteful 
situations involved in the hospital care while taking chlordiazepoxide. One patient 
with severe asthma was taking aminophylline and epinephrine. Chlordiazepoxide 


TABLE I 


Summary of Results of Treatment with Chlordiazepoxide 


Result 
No. of - 

Indication patients Complete Partial Poor 

Pulmonary disease 10 l 

Acute myocardial infarction 19 

Congestive heart failure 6 

Heart disease (miscellaneous) 

Alcoholism, pneumonia 

Alcoholism 

Rheumatoid arthritis 

Dermatitis 

Asthma 

Hypertension 

Bone fracture 

Idiopathic epilepsy 

Meningitis 

Multiple diagnosis 

Miscellaneous 


_— 
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8 


Total 
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TABLE II 


Comparison of Results of Treatment with Chlordiazepoxide and Other Medications 


Previous medication 


Chlordiazepoxide 


Response Response 


No. of Com- Com- 
cases Drug Dosage plete Partial Poor Dosage plete Partial Poor 


Meprobamate 400 mg. t.i.d. 3 1 10 mg. b.i.d. 1 


400 mg. q.i.d. 25 mg. b.i.d. 
Phenobarbital 10 mg. 


Reserpine 1.0 mg. daily 10 mg 
25 mg 


Reserpine, hydralazine 100 mg. daily 10 mg 
10 mg 


Diphenylhydantoin 10 mg. 
Prochlorperazine 15 mg. daily 10 mg. 
Chlorpromazine 

Hydralazine 400 mg. daily 


Meprobamate, 400 mg. t.i.d. 
prochlorperazine, 10 mg. intra- 
muscularly 
pro re nata 
secobarbital, \4 grain t.i.d. 
amobarbital 


Digitoxin, 
glyceryl trinitrate Pro re nata 


Pentaerythritol tetra- 
nitrate, glyceryl 
trinitrate 


Meprobamate, (Prefers 
steroids, chloro- phenobarbital) 
thiazide, pheno- 1 
barbital, numerous 
medications for 
asthma 

Mephenesin, metho- 
carbamol, meproba- 
mate, carisoprodol 

23 ] 14 


Chlordiazepoxide given in conjunction with previous medication. 
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was added to the regimen and the asthma was entirely cleared within five days, for 
the first time in six months. Two patients with angina no longer required glycery] 
trinitrate after taking this calming agent. Reduced cigarette consumption, relief 
of torticollis, and marked decrease in pruritus were also observed. The tremor of 
Parkinson's disease was improved in another patient. 

The onset of action in 15 patients ranged from eight minutes in one intoxicated 
person to five days in an asthmatic patient. In most patients, adequate therapeutic 
response was evident within 24 hours. 

A comparison of the results of treatment with chlordiazepoxide and other medi- 
cations is summarized in table II. Treatment with chlordiazepoxide was complete 
in 78.3 per cent of the total patients, partial in 13.0 per cent, and poor in 8.7 per cent. 
Results with various other medications were less favorable: complete, 30.5 per cent; 
partial, 60.8 per cent; and poor, 8.7 per cent. 

Five patients complained of drowsiness, which was not serious enough to warrant 
discontinuing the medication. Five patients became lethargic and 2 discontinued 
the drug. One of these also developed hypotension. However, the use of other 
drugs may have been a contributing factor in this case, and there was no evidence of 
lowered blood pressure in any other patient. Severe vertigo occurred in 1 patient, 
causing him to fall out of bed on one occasion, and the drug was discontinued. An- 
other patient had a feeling of weakness, which subsided when the dosage was lowered. 
There were questionable ataxia and confusion in another patient, which did not clear 
when medication was discontinued and therefore cannot be definitely attributed to 
the drug. These were the only side effects observed throughout the study. 


DISCUSSION 


The excellent results obtained with chlordiazepoxide in this study show that it is 
a valuable adjunct in the treatment of a wide variety of somatic disorders encoun- 
tered in general medicine. Comparison of results of treatment with chlordiazepoxide 
and other medications (summarized in table ID) indicates that the drug under study 
is much more effective than other drugs with similar anxiety- and tension-reducing 
properties. Of 9 patients who had previously taken meprobamate, response to 
chlordiazepoxide was complete in 7, partial in 1, and poor in 1, as compared with a 
complete response in 3 patients, partial in 5, aad poor in 1 on meprobamate. Simi- 
larly, results with chlordiazepoxide were more favorable than those with most other 
medications tested. The need for glyceryl trinitrate and other antianginal drugs in 
2 patients was eliminated when treatment with chlordiazepoxide was begun. The 
patients remained free of anginal attacks on chlordiazepoxide alone, illustrating the 
wide clinical applicability of this drug and its potential use in angina pectoris. 
Although the number of patients who received previous medications is small, the 
comparative results are significant in view of the much greater effectiveness of chlor- 
diazepoxide. 

The low incidence of serious side effects is an important advantage. The absence 
of hypotension except in 1 case, where other drugs may have been a contributing 
factor, is particularly important in view of the severity of this problem with other 
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ataraxics. The high percentage of good results together with a low incidence of side 
effects suggests that chlordiazepoxide would well serve the needs of a community 
hospital, such as ours. 


SUMMARY 


In a study in a community hospital, chlordiazepoxide was administered to 100 
patients with a variety of organic disorders complicated by a prominent component 
of apprehension, anxiety, tension, and agitation. 

The majority of patients received 10 mg. two or three times daily, and duration of 
treatment ranged from three days to two months. Two patients received the drug 
intravenously, all others taking the capsule form. 

Response to treatment was complete in 81, partial in 15, and poor in 4. Comparison 
of results of treatment with chlordiazepoxide and with other medications showed 
that the former produced a more favorable response in a greater percentage of patients. 

Side effects consisted of drowsiness in 5 patients, lethargy in 5, and transitory 
weakness in 1. Ataxia occurred in 1 patient, causing him to fall out of bed. One 
of the 5 patients who became lethargic developed hypotension, which could also be 
attributed to the other drugs he was taking. These were the only side effects 
observed. 

Chlordiazepoxide appears to be a useful adjunct in the treatment of a wide variety 
of somatic disorders encountered in general medicine. The high percentage of 
effectiveness and relatively low incidence of side effects warrant further investigations 
of the drug in similar hospitals. 
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The Epic of Medicine (IX) 


WHIRLWIND IN THE SOUL* 
(Medicine in the Baroque Age, 1600-1700) 


Félix Marti-Ibanez, M.D. 


PROFESSOR AND CHAIRMAN OF THE DEPARTMENT OF THE HISTIRY OF MEDICINE, 
NEW YORK MEDICAL COLLEGE, FLOWER AND FIFTH AVENUE HOSPITALS, 
EDITOR-IN-CHIEF OF MD, THE MEDICAL NEWSMAGAZINE 


NEW YORK, N. Y. 


Four candelabra and eight candles illuminated with their ballet of light and 
shadows the anatomical theatre of Padua, a small cylindrical structure of wood on 
whose tiers restless students from all Europe stood, packed closely together like 
matches in a box. 

The door squeaked like a soul in torment, heralding the entrance of the teacher, 
Fabricius ab Aquapendente. The air suddenly became electrified. All eyes focused 
at once on the dissecting table, on which there lay a corpse. The flickering light 
from the candles, like the pale tongue of a compassionate dog, licked the naked 
flesh. The master’s hands, bejeweled with the rubies of gout, promptly and deftly 
laid bare the intimate mysteries of man’s anatomy. Among the youths watching 
the great master was a dark-haired, dark-eyed English student named William 
Harvey. 

In the seventeenth century Galen's theories were still accepted, but the way was 
already being paved for momentous changes. The Spaniard Michael Servetus had 
already discovered the pulmonary circulation, and Realdo Colombo had clearly 
described it; Fabricius ab Aquapendente had dissected the venous valves; Cesalpino 
had shown that the blood flows and that the heart is the central organ of the circu- 
latory system. But it was William Harvey who was to revolutionize medical science. 

The mind of a scientist mirrors the atmosphere of his times. Perhaps the seed of 
Harvey's work was already beginning to grow as he watched, through Galileo's 
telescope, the motion of the heavenly bodies in the glittering sky of Padua; perhaps 
it was nourished further by the whirling motion that characterized the triumphant 
baroque art, and even further by the literature of the time, particularly Shakespeare's 
plays and John Donne's poems and sermons, which often rang with the mention of 
the words ** blood’’ and “‘heart.'’ In any case, Harvey dedicated his life to studying 
the two basic motions of the human body—pulse and respiration—and finally demon- 
strated that the blood flows and that it flows ina circle. With this animate anatomy, 
Harvey set in motion the static anatomy created by Vesalius, and with his concept 
of local motion in the human body, he ushered in modern physiology. 


* This editorial originally appeared in MD, the medical newsmagazine, January, 1961. It is the ninth 
of a series of twelve editorials presenting a philosophical outline of the history of Medicine. 
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Other investigators completed Harvey’s work. Leeuwenhoek, a Dutch lens 
grinder, with his homemade lenses materialized the invisible world of animalculae, 
infusoria, and living organisms contained in a drop of water. (It is noteworthy 
that while Leeuwenhoek was dedicated to investigating the world of minute living 
creatures, his neighbor, the painter Jan Vermeer, in a significant coincidence of 
interests, was himself dedicated to immortalizing in his paintings the minute details 
in the world around him. 

Marcello Malpighi, pioneer in microscopic anatomy, described the delicate net- 
work of the capillaries and their circulation, thus unraveling the riddle left un- 
solved by Harvey of how arteries and veins communicate; Jean Riolan and Jean 
Pecquet confirmed the white mystery of the lymphatic circulation, already foreseen 
by Gasparo Aselli; with the discovery of the circulation of blood and lymph—the 
two main fluids of the human body—and of the fact that the lymph does not travel 
to the liver, this organ was stripped of the supreme hierarchical rank conferred on 
it by Galen. 

This work was supplemented in other fields by the search for the basic structure 
of the human body, which both the French humanist Jean Fernel and the Italian 
anatomist Gabriel Fallopius situated in a solid entity—the “‘fiber’’—thus displacing 
Galen’s humoral physiology. And Harvey, with his embryology, established 
anatomia animata in time, just as earlier, with his new physiology, he had estab- 
lished anatomia animata in space. 

The atmosphere at that time was electrified by the prevailing thirst for motion 
and emotion, two characteristics that found expression particularly in art and gave 
the baroque age its name. For this was the period when, in rebellion against the 
pure, austere, classic Greek style, the dynamic curve was preferred to the rigid 
straight line in art. The world was rediscovered in its infinite mobility, and all 
this motion was celebrated with profound emotion. Greatest among the great 
exponents of this trend were fantastic El Greco, emotional Bernini, dramatic Cara- 
vaggio, photographic Velazquez, realistic Zurbaran, sentimental Murillo, joyful 
Rubens, and perceptive Rembrandt. They gave meaning and glory to the baroque 
age. 

Medicine, too, strongly reflected the trend. The static Vesalian structures of the 
human body were set in motion and were even infused with emotion and embellished 
with decorations in the work of those miniaturists of the circulatory apparatus, 
‘‘water-color painters,’’ as it were, of the capillaries and the lymphatics. 

In a parallel development, the baroque age saw the new religious movements 
flourishing at the same time that new horizons were opening across the seas and 
that printing and the stay :coach were shortening distances between minds and 
between cities. The compass had already dispelled the mystery of what lay beyond 
the ocean; gunpowder had put an end to the tyranny of the feudal system; the con- 
cept of state evolved; great scientific societies were born, and the first periodical of 
any kind, La Gazette (later La Gazette de France), made its appearance. Published at 
first as a weekly political and civic newspaper by Théophraste Renaudot—physician 
to Louis XIII and founder of the first pawnshop in France—and later changed into 
a medical journal, the motto of La Gazette is still of value today, 330 years after its 
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creation: ‘‘Le journal tient de la nature des torrents—qu'il se grossit par la résistance.” 
‘A journal is like a torrent—its power increases with resistance.”’ 

Individual endeavor, the rise of a middle class, and increasing industrialization 
were changing the face of Europe, and while the power of Spain was undergoing 
its sunset of grandeur, that of England and Russia was ascending. The incredible 
voyage of the Mayflower planted the first seed of American democracy. The French 
philosopher, René Descartes, who died, coughing and shivering, at the Court of 
Christina of Sweden, and whose medical ideas followed the iatrophysical system, 
established the scientific value of doubt, the mechanistic concept of the “human 
machine,’ and the dichotomy between soma and psyche; and the philosophers 
Francis Bacon and John Locke emphasized the value of the experimental method 
in science. 

The dynamic universe of Kepler, Galileo, and Newton replaced the somewhat 
static universe of Copernicus. The qualitative impression of nature was replaced 
by quantitative measurement. Science became mensural and rational. General 
motion in space was replaced by local physiological motion; the torch of learning 
passed from Padua in the sunlit south to Leyden in the misted north of Europe; 
illustrious physicians investigated the mysterious structure of the organs of the 
body—Francis Glisson, the lining of the liver; Johann Georg Wirsung, the pancreatic 
duct; Niels Stensen, the parotid gland. 

Clinical medicine in the baroque was illuminated by the multicolored lamps of 
three new medical systems: the iatrophysical, the iatrochemical, and the systematist 
The iatrophysicists—philosophical heirs of Vesalius and Galileo in Italy, of Harvey 
in England—regarded the body as a machine and sought to explain all its workings 
accordingly. Outstanding exponents of the school were Redi, Borelli, Baglivi, and 
Sanctorius. The last named spent thirty years of his life seated in a huge scale 
weighing himself while in different emotional or physical states, such as sleep, 
anger, sexual excitement, sadness, thus initiating the way to the modern concept 
of metabolism. He considered pathology a matter of the “‘tensional state of the 
fibers’’ and of the density of the humors of the body. 

The iatrochemists—philosophical heirs of Paracelsus—regarded the body as a 
laboratory where organic motion was the result of organic fermentation, a theory 
advanced by the Flemish mystic, Jan Baptista van Helmont. He regarded water as 
the substratum of the body and the archaeus as the life-giving principle. His mild 
medicinal plant tinctures were a healthy reaction against the barbaric horse-medicine 
therapies of the period. His work was supplemented by Francis de la Boé or Sylvius, 
who showed that fermentation was but one of the many changes that occurred in the 
body, and by Thomas Willis, whose delicate, exquisite dissections, precise as enamel 
miniatures, laid bare the vascular ring at the base of the brain, now known as the 
“circle of Willis.”’ 

Among the systematists there stands out the figure of Thomas Sydenham, a soldier 
in Cromwell's Roundhead army, just as Harvey was a Royalist, a scholarly and kindly 
physician and a spiritual descendant of Hippocrates. Sydenham shut his books 
and opened his eyes to look at the patient; he recommended naturalistic clinical 
observation, the study of the whole patient, and of a‘ species"’ of diseases instead of 
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disease’ in general, as had been the previous practice; he introduced the bio- 
graphical element into clinical case histories. He divided diseases into two classes: 
acute, biological, or animal (epidemiological); and chronic, biographical, or human 

psychosomatic). Once when asked by Sir Richard Blackmore to recommend a 
textbook of medicine, he replied, ‘‘Read Don Quixote, it is a very good Book, I read 
it still.”” 

There was little interest in therapeutics in the baroque age, though quinine and 
ipecacuanha had been brought from South America by the Spaniards. The forceps 
and blood transfusion were introduced. The enmity between physicians and sur- 
geons persisted, until finally the latter were accepted by the medical class and were 
permitted to wear the ‘‘long robe.’’ Always fighting barbers and charlatans, sur- 
geons, with a few physicians, made this a period of ‘‘vampirism"’ in therapeutics. 
Their abuse of leeches and other forms of bleeding, it is said, drew more blood from 
the people than the French Revolution. Physicians prescribing such therapy be- 
came the target for Moliére’s satirical darts. 

Across the Atlantic, the Mayflower pilgrims—nearly half of whom died within 
three months after landing on American soil—in their struggle against a hostile 
nature, the Indians, and disease, particularly smallpox and typhus, initiated American 
medicine, the first seed of which had been planted by the conquistadors, who in the 
sixteenth century conferred, in Peru, the first degree in the New World of Doctor 
of Medicine, founded in Mexico the first chair of medicine, and printed also in 
Mexico the first medical book in the Americas. 

Colonial physicians fought disease with the assistance of surgeons, like Lambert 
Wilson and Thomas Wooton, and of clergymen doubling as physicians, like Samucl 
Fuller and Cotton Mather, who practiced the first vaccinations, and Thomas Thacher, 
who wrote the first American medical publication on smallpox. With this ‘‘ angelic 
conjunction’’ of physician and pastor, America saw the beginning of what would 
eventually become the most advanced medicine in the world. 

Everywhere on both sides of the Atlantic, man looked for new wonders. While 
the settlers struggled to conquer the rugged nature of America, in Europe a great 
physician and humanist, Sir Thomas Browne, wrote a beautiful and inspiring book, 
Religio medici, in which, in a prose as delicate and colorful as a Gobelin tapestry, 
he reconciled mystical faith and scientific skepticism. In the pages of this book he 
wrote his answer to man’s eternal quest: ‘‘We carry within us all the wonders we 
seck without us. There is all Africa and her prodigies in us.”’ 
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® INTERNATIONAL CLINICAL NEWSLETTER 


CHOLESTEROL LEVELS REDUCED WITH VITAMIN B,. Significant re- 
ductions in cholesterol blood levels were achieved with the 
use of vitamin B, in 65 patients treated at the Therapeutic 
Academy, Institute of Medical Sciences of the U.S.S.R. As- 
sociated with the fall of cholesterol was a rise in lecithin 
and in the lecithin cholesterol coefficient. Studies with 
rabbits had previously shown By, to be a patent lipotropic 
factor. 


FLUORINATED PYRIMIDINES INHIBIT CANCER. Treatment with 
fluorinated pyrimidines has produced anticancer activity in 
48 per cent of a group of patients with cancer of the large 
bowel and substantial benefit in an additional 11 per cent, 
it was reported at the meeting of the American Association 
for Cancer Research. These agents are the first known to 
inhibit the growth of cancer of the gastrointestinal tract. 
The longest responses were eight months in 3 patients, with 
the majority of patients responding to treatment from three 
to five months. 


OPERATION FOR INBORN CARDIAC DEFECTS. A new operation to 
help patients with inborn cardiac deformities on the right 
side connects the superior vena cava with the pulmonary 
artery, it was reported at the annual meeting of the Ameri- 
can Heart Association. Seven patients who have undergone 
this operation have apparently been benefited, as evidenced 
by relief of symptoms and increased oxygen content of the 
blood. 


PARENTERAL VITAMIN K,. A crystal-clear colloidal solution 
of vitamin K, (AquaMephyton, Merck Sharp & Dohme) is re- 
ported to be more potent and more consistent in correcting 
hypoprothrombinemia than synthetic vitamin K-like sub- 
stances. Therapeutic response is attained in hours instead 
of days. 


RECONSTRUCTION OF HYPOPLASIA. Six years' experience with 
split-rib grafts to build up, in stages, hypoplastic areas 
of the face and skull was reported on at the meeting of the 
American Society of Plastic and Reconstructive Surgery. 
Microangiography showed blood vessels penetrating the haver- 





sian canal of a graft within one week after implantation. A 
comparison between children with this reconstruction and an- 
other group, repaired at adolescence or later, indicated 
that early correction prevents personality warping. 


NEW TEST FOR HEMOLYTIC ANEMIA. A new test that detects a 
form of hemolytic anemia involves use of a group of enzymes 
derived from pineapple stems in a powdered, concentrated 
form called bromelain. With the test, 45 cases of acquired 
hemolytic anemia were detected without any false negative 
reactions. The test, a 15-minute laboratory procedure, was 
developed by Bernard Pirofsky (U. of Oregon Medical School). 


AIR CLEANER. A portable electronic air cleaner is said to 
be highly effective in providing relief for sufferers from 
hay fever and other allergies caused by air-—borne particles. 
The suitcase-sized unit electrically charges particles, then 
attracts them to a collector plate; odors are eliminated 
with an activated charcoal filter. Marketed as Electronic 
Air Cleaner by Minneapolis—Honeywell Regulator Co., 
Minneapolis, Minn. 


PREDNISOLONE IN NEPHROSIS. Treatment with prednisolone 
(Meticortelone, Schering) enabled 5 children with nephrosis, 
who had not responded to other treatment, to resume their 
normal lives and keep well without serious side effects 
(Lancet 1:843, 1960). Three remained completely recovered 
after treatment was stopped for 12 to 30 months. During 
maintenance therapy, the children had "remarkable" physical 
well-being. 


NEW BLOOD TEST FOR THIAMINE DEFICIENCY. A new blood test 
for vitamin B, deficiency involves measurement of the red 
blood cell's transketolase, which requires thiamine for its 
synthesis, it was reported at the 5th International Congress 
on Nutrition. The test is particularly useful in diagnosing 
B, deficiency, a common complication in alcoholism and 
cardiac disease and during stress states, e.g. pregnancy. 


ANTITUSSIVE-DECONGESTANT. Indicated in coughs and head or 
chest congestion is a combination of an antitussive, anti- 
histamine, vasoconstrictor, and bronchodilator: carbetapen- 
tane tannate, chloropheniramine tannate, ephedrine tannate, 
and phenylephrine tannate (Rynatuss, Irwin, Neisler). The 
Durabond principle employed in formulation of the compound 
is said to ensure controlled absorption of ingredients with- 
out peaks and valleys of therapeutic activity. The formula- 
tion is available as a tabule or suspension. 





CLINICAL THERAPY REPORTS 


The Treatment of Neuroblastoma with Vitamin By. MARTIN BODIAN, London, England. 
In: Annual Report of the British Empire Cancer Campaign, London, England, 
British Empire Cancer Campaign, 1960. 


Results are summarized of clinical trials with massive dosages of vitamin By, in 56 
children with neuroblastoma. Twenty-three patients showed no clinical response. 
Three others were excluded from the survey since they were followed for less than 
six months. Thirty responded with remission of tumors. In this group of 30, 19 
children have been maintained in good general condition for from one year and two 
months to nine years (15 for more than two years). Three others have been followed 
up only eight to nine months thus far. One child succumbed to an intercurrent in- 
fection after two years of treatment, and at autopsy the tumor was found to have 
regressed completely. One child, still alive but seriously ill, had a remission for 
more than a year and then exhibited recurrence, and 6 children had temporary remis- 
sion for six months to 21% years and then succumbed to the disease. The outlook 
for children with a symptomatic onset of the tumor in the first year of life seems very 
good, except that, when bone metastases are present, the outlook is poor even in 


infancy. 


Infection Following Splenectomy in Infants and Children. A. D. FORWARD AND P. G. ASH- 
MorE, Vancouver, Canada. Canad. J. Surg. 3:229-233, 1960. 


The case records of 35 children at the Vancouver General Hospital who were 
splenectomized between 1945 and 1959 were reviewed, and a survey was carried out 
with 30. The indications for removal of the spleen in these 30 cases were: trauma, 
13; thrombocytopenic purpura, 10; and hemolytic anemia, 7. Three of these patients 
succumbed to overwhelming infections from two months to 10 years after surgery. 
At the time of operation they had been 2, 7, and 12 years of age, respectively, and 
the indications for splenectomy were acquired hemolytic anemia, thrombocytopenic 
purpura, and traumatic rupture, respectively. A fourth child, whose indication for 
splenectomy had been Mediterranean anemia, suffered from recurrent moderately 
severe respiratory infections. Two others who had traumatic insults to the spleen, 
for which the organ had been removed, had had single mild infections subsequently. 


Overwhelming Infection in Children Following Splenectomy. R. V. LUCAS, JR., AND W 
KRiviT, Minneapolis, Minn. J. Pediat. 57:185-191, 1960. 


It has proved feasible to conduct a follow-up study of 74 of 78 patients who were 
splenectomized for hereditary spherocytosis, idiopathic thrombocytopenic purpura, 
or traumatic rupture of the spleen. These entities were selected because their natural 
history shows no unusual tendency to infection prior to splenectomy. Of the 26 
patients with hereditary spherocytosis who were splenectomized, 2 had died sub- 
sequently of an infection, a 61-year-old boy from pneumococcal sepsis four months 
after surgery and a 7-year-old boy from acute overwhelming infection 15 months 





after surgery. One of the 30 patients splenectomized for idiopathic thrombocytopenic 
purpura was an infant who had had a splenectomy at 3 months of age and who died 
at 7 months of age from a sudden overwhelming sepsis. No infections were noted 
among the 18 patients with traumatic rupture of the spleen. It was the author's 
impression that an increased susceptibility to infection in patients who have under- 


gone splenectomy is slight but real. 


Post-Splenectomy Infection in Infants and Children. 1. W. ROBINSON AND P. STURGEON, 
Los Angeles, Calif. Pediatrics 25:941-951, 1960. 


An evaluation was made of 110 splenectomies in infants and children performed 
at the Children’s Hospital of Los Angeles from 1935 to 1957. The possibility of 
severe infection after splenectomy was considered in relation to the underlying disease 
and the fact that there might be less likelihood of infection with increasing age or 
as the postsplenectomy interval lengthened. Severe infection was defined as infection 
that was fatal or life threatening—in effect, either sepsis or meningitis. Severe 
postsplenectomy infection occurred in 13 patients, in 10 instances within two years 
after the surgery. There was no significant relationship between age at the time 
of surgery and the occurrence of infection. 

There were 63 splenectomized patients with underlying diseases not customarily 
associated with increased susceptibility to infection; these illnesses included heredi- 
tary spherocytosis, idiopathic thrombocytopenic purpura, and traumatic rupture 
of the spleen. Only one severe infection occurred; a 444-month-old infant developed 
influenzal meningitis two months after surgery and recovered satisfactorily with 
therapy. 

There were 47 patients with underlying diseases associated with a predisposition 
to infection; these illnesses included Cooley’s anemia, reticuloendothelial malignant 
process, and congenital hypoplastic anemia. Twelve of these patients later experi- 


enced severe infections. 


Emotional Disturbance in Personal Injury Cases. CLARENCE MORRIS, Philadelphia, Pa. 
Dis. Nerv. System 2/:108-110, 1960. 

Nineteenth-century courts, fearing fraud, rejected claims for physical illness result- 
ing from emotional disturbance. All modern courts have developed some exceptions 
to this rule, but it still has some following when a claimant is injured without im- 
pact. Some courts reject the impact requirement: one claimant was compensated for 
mental illness from fright caused by falling plaster. There is no court now that holds 
that disability and suffering caused by negligent impact is never compensable; for 
example, a victim of an automobile collision who was thrown out of the car was 
compensated for traumatic neurasthenia. The etiology of neurosis is important in 
personal injury suits. Proof merely showing that neurosis followed trauma is in- 
adequate; there must be convincing testimony that the injury caused the mental 
illness. Commingled multiple cause cases are difficult. In one instance of such a 
case, a mother and child were hit by a runaway car, the child was killed, and the 
mother suffered back and head injuries and developed psychoneurosis. Her physician 
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testified that grief for her child (which was not compensable) was not the sole 
cause of the psychoneurosis, that the other injuries contributed. He presented 
adequate proof, and she was compensated. Cases in which pre-existing poor mental 
health is aggravated by physical injury are difficult but can be compensable. Weak 
testimony on the etiology will not support substantial awards. Even though an 
automobile accident victim honestly but mistakenly believes the accident injured 
him, he may not recover because poor mental health results from his misconception, 
a misconception he would not have entertained if he had not been hit.—Auathor's 


abstract. 


Fluphenazine in the Treatment of Mentally Retarded Children with Behavior Disorders. 
GERALD D. LA VECK, FELIX DE LA CRUZ, AND ELEANOR SIMUNDSON, Buckley, Wash. 


Dis. Nerv. System 21 :82-85, 1960. 


The effectiveness of fluphenazine, a phenothiazine derivative, was compared with 
that of a placebo in 48 mentally retarded children with abnormal behavior charac- 
terized by aggressiveness, destructiveness, hyperactivity, and self-abuse. The chil- 
dren were divided into two similar groups of 24 each, with one group receiving 
fluphenazine and the other placebo, under a double-blind technique of administration 
During the entire period of the study, which lasted from Dec. 5, 1958, to March 12, 
1959, each child was under close observation by attendants, nurses, and physicians. 
Information as to the behavior of each child was recorded daily by each shift of 
attendants. Improved behavior was observed in 10 children after treatment with 
fluphenazine, being most evident in the severely retarded children. The minimum 
effective dose of fluphenazine was 0.5 mg., or 0.01 mg./lb. of body weight, and the 
maximum dose needed to obtain the desired response was 7.5 mg., or 0.15 mg./lb 
of body weight. In general, 5.0 to 7.5 mg. of fluphenazine was effective without 
side reactions though 2 patients did not respond to doses of 20 and 30 mg., respec- 
tively. Side effects were few and mild and never required discontinuance of therapy, 
although in a few instances the dosage was reduced. One child developed minimal 
hypotension, another exhibited an extension of the head accompanied by a fine tremor 
of the extremities, a third had excessive drooling, and a fourth became excessively 
drowsy. 

Behavior in 5 of the 24 children given placebo improved, 3 of the 5 children being 
severely retarded. The difference in response to fluphenazine as compared with placebo 
was not statistically significant in this small sample. The trends observed merit 
further investigation on a larger sample. 9 references. 2 tables.—Author's abstract 


The Follow-Up of Discharged Mental Patients by the Public Health Nurse. ¥LORENCE 
A. BEASLEY, CLAIRE S. CALLAWAY, AND TRAWICK H. stuBBS, Atlanta, Ga. Am. J 


Psychiat. 116 :834-847, 1960. 


The Georgia Department of Public Health, in cooperation with the Milledgeville 
State Hospital, initiated a program of supportive services by public health nurses to 
mental hospital patients and their families in January, 1953. This program was not 
limited to the discharged patient, but included the patient and family at the time of 
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commitment, during the patient’s hospitalization, and after discharge to the com- 
munity. At the end of two years as a pilot project, the program was evaluated and 
this activity was included as a part of the generalized public health nursing program 
on a state-wide basis. A second program is presently being developed as a part of a 
state aid program for intensive treatment of mentally ill patients in general hospitals. 
Essentially the same kinds of supportive services are offered to patients and families 
by the public health nurses. 

As modern public health programs seek to deal seriously with the problem of mental 
illness, a balance must be maintained between services to the sick and preventive and 
health-promoting activities for total populations. The present program of the 
Georgia Department of Public Health, overlapping both areas, offers opportunity 
for continuing development of public health programs on a sound basis of experience 
that bridges gaps between hospital and community. The development of newer 
programs and the involvement of public health nurses in a broader scope of health 
services raises many questions for those interested in the preparation of future public 
health nurses as well as in the continuing education of those currently employed. 
The authors believe this type of program, modified to fit the special situation in each 
state, will be an important element in the total resources for offering follow-up 
services to the mentally ill. 6 references.—Author’s abstract. 


Cyclical Head and Face Pain. Its Diagnosis and Treatment. ARNOLD P. FRIEDMAN, 
CHARLES A. CARTON, AND ASAO HIRANO, Bronx, N. Y. A.M.A. Arch. Neurol. 


2:1-11, 1960. 


Tke diversity of clinical syndromes that may be associated with facial and cephalic 


pain occurring in cycles may pose a difficult problem to the physician in diagnosis 
and treatment. The present report is a résumé of the authors’ experience at the 
Montefiore Headache Unit and at the hospital during the past 10 years with the 
typical and atypical neuralgias of cyclical character. An analysis of this material is 
presented. In dealing with craniofacial states, two aspects must be considered, the 
pain mechanism and the underlying disorder. In the atypical facial neuralgias, the 
importance of considering the personality of the patients who present this symptom 
and the underlying psychological mechanisms are discussed. Methods of treatment, 
medical, surgical, and psychological, in these painful states are reviewed and evalu- 
ated. 22 references. 4 tables.—Author’s abstract. 


Familial Hemiplegic Migraine. WERBERT E. ROSENBAUM, St. Louis, Mo. Neurology 
10 :164-170, 1960. 


Although migraine headache is a relatively common malady among the population 
in general, unusual forms of this headache pattern may be of considerable interest. 
The hemiplegic type of migraine represents one variation in which focal neurological 
signs are the outstanding manifestations of the vascular dysfunction. These varied 
neurological signs may be quite transient or remain for several hours or longer, 
obviously posing a difficult problem in the differential diagnosis between the migraine 
pattern and a more serious vascular or neoplastic process. Five original cases, in- 
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cluding serial electroencephalograms during a typical attack in 2 patients, are pre- 
sented, together with a review of the literature. The possible pathophysiological 
disturbance underlying the phenomenon is discussed. 18 references. 2 figures.— 


Author's abstract. 


An Appraisal of Positional Nystagmus. Y¥RANCIS SCHILLER AND WILLIAM C. HEDBERG, 
San Francisco, Calif. A.M.A. Arch. Neurol. 2:309-316, 1960. 


About 1 in 4 patients complaining of dizziness or vertigo will have a tendency to 
nystagmus, but this becomes manifest only on lying down, with the head turned 
either to one side or the other or hanging over the edge of the examining table. The 
lateral direction of the gaze, in which this positional nystagmus is tested, either may 
be found constant regardless of the position of the head (type 2), or there may be no 
such constancy of direction (type 1). Type 1 is more common generally; type 2 
is more often seen in peripheral lesions of the vestibular system but is not always 
present in, or diagnostic of, peripheral pathology. One hundred patients in whom 
positional nystagmus was elicited, but who had no nystagmus in the erect position, 
were diagnosed as follows: ear disease and allergy (12), head trauma (18), brain- 
stem arteriosclerosis (17), chronic alcoholism (5), multiple sclerosis (6), cortical 
lesions (6), migraine (4), miscellaneous conditions (4), ‘‘anxiety’’ (26). The unex- 
pected finding was the large number showing “‘anxiety’’ but no evidence of an or- 
ganic disorder. As positional nystagmus must be considered a sign of a vestibular 
disorder, these patients must be credited with a concomitant organic disturbance, 
possibly the cause or the effect of their emotional imbalance. The test, so easily 
performed, seems indispensable as an activating procedure when no other objective 
evidence of a disturbed vestibulomesencephalocortical system is obtainable. 25 


references. 1 table.— Author's abstract. 


Fat Emulsions for Clinical Intravenous Therapy. EDWARD H. STORER, Memphis, Tenn. 


A.M.A. Arch. Surg. 80:214-218, 1960. 


There is considerable current interest in fat emulsions for intravenous use because 
of the need for a parenteral fluid rich in calories but low in osmotic effect. Most 
emulsions are made by homogenizing a suitable oil, an emulsifying agent, and 5 
per cent dextrose in water under high pressure. One problem with these emulsions 
has been deterioration on storage, which is probably due to hydrolysis of the com- 
ponents. To circumvent this, an anhydrous emulsion concentrate has been devised. 
This conce.itrate is bottled and stored until the time of administration, at which 
time it is diluted to the desired volume with 5 per cent dextrose in water. Such 
anhydrous emulsions have been shown to be physically, chemically, and biologically 
stable for more than a year. The author has given 1537 infusions. Early formulas 
were modified as indicated by clinical testing. The current formula contains, in 
final dilution, 10 per cent safflower oil, 0.05 per cent phosphatide, and 8 per cent 
glycerin; 826 infusions of this formula have been given with a reaction rate of 7.6 
per cent, with minor side effects in 5.9 per cent. Thirteen patients have received 
the emulsion for prolonged periods, with up to 64 infusions being given. Three 
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patients have exhibited the fat overload syndrome. This syndrome was reversible 
on cessation of therapy. 

Because of the fat overload syndrome, it would seem wise at this time to restrict 
to 10 the number of infusions of fat that may be given as routine clinical therapy. 
But, because of the great potential value of intravenous fat, it would also seem 
advisable for clinical investigators to continue the administration of fat to patients 
over an extended period. Only in this way can the nature of the syndrome be eluci- 
dated and intravenous fat made safe for routine clinical use. 13 references. 2 figures. 

Author's abstract. 


Ocular Myopathy. Clinical and Electromyographic Considerations. ®. D. TEASDALL AND 
M. L. SEARS, Baltimore, Md. A.M.A. Arch. Neurol. 2:281-292, 1960. 


The clinical and electromyographic findings were presented in 6 patients with 
ocular myopathy. Varying degrees of ptosis, impaired ocular movement, and weak- 
ness of the orbicularis oculi were found in all patients. The distribution of this 
weakness was asymmetrical, and muscles other than the ocular were involved in 
about one half the cases. The weakness did not improve after an injection of neo- 
stigmin bromide, and all patients were euthyroid. Abnormalities of the electro- 
myogram were detected only in those recordings from the more severely involved 
horizontal rectus muscles. This was characterized by a decrease in the duration, 
amplitude, and frequency of the action potentials as compared with normal ocular 
muscle. Fibrillations were not recorded. These are the electromyographic features 
that have previously been reported in the classical forms of muscular dystrophy. 
36 references. 6 figures. 1 table.—Author's abstract. 


Thrombophlebitis of Dural Venous Sinuses Following Otitis Media. MURL E. KINAL AND 
ROBERT M. JAEGER, Erie, Pa. J. Neurosurg. 17:81—-89, 1960. 


Because of the advent of antibiotics, thrombophlebitis of the lateral sinuses after 
otitis media is less frequent, and hence less often recognized, than was formerly the 
case. Otitis media and mastoiditis involve the lateral sinus by contiguity and con- 
tinuity. The resulting thrombophlebitis is occlusive or mural and may extend to the 
cerebral veins. A report of 3 cases illustrates the clinical picture of otitis media fol- 
lowed by headache, nausea, and emesis and accompanied by papilledema, seizures, 
and residual hemiparesis. Spinal fluid pressure is usually increased, although an- 
alysis of the fluid shows hardly any change. Roentgenographic analysis of the 
markings of the dural venous sinuses on the occiput and the Tobey-Ayer test are 
helpful in arriving at the diagnosis. The intraspinal pressure is elevated when the 
major draining lateral sinus is involved. The sagittal sinogram demonstrates con- 
clusively the site and extent of the thrombophlebitis. Though no specific surgical 
measures, aside from mastoidectomy, were used in our treatment, antibiotics, an- 
aleptics, and elevation of head and neck to 45 degrees are indicated. The clinical 
picture determines the indications for mastoidectomy, thrombectomy, or ligation of 
the internal jugular vein. In the type of case described the prognosis is favorable. 
1] references. 4 figures.—Author's abstract. 
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Stored Skin Homografts in Extensively Burned Patients. J}. M. YOUNG AND G. W. HYATT, 
Bethesda, Md. A.M.A. Arch. Surg. 80:208-213, 1960. 


The most striking new advance in the surgical treatment of burns, which has 
significantly reduced the mortality rate of the critically burned child, is the use of 
the skin homograft as a biological dressing. The largest series in the available lit- 
erature, 50 critically burned patients on whom the stored skin homograft was used, 
is presented, and mortality figures are compared with those reported in some recent 
articles. Three methods of storage, including freeze-drying, nutrient media storage, 
and glycerol freezing, are illustrated and graphically compared as to the percentage 
and duration of take. 14 references. 4 tables.—Author's abstract. 


Cantharidin Treatment of Digital and Periungual Warts. JOHN H. EPSTEIN AND WILLIAM 
L. EPSTEIN, San Francisco, Calif. California Med. 93:11-12, 1960. 


The authors treated 76 digital and periungual warts in 40 patients topically with 
cantharidin, a potent blistering agent extracted from blister beetles. This material, 
dissolved in equal parts of acetone and collodion (cantharone, Ingram Pharmaceutical] 
Co.), was applied directly to the warts. Occlusion facilitated blistering. No pre- 
treatment was required. The warts were re-treated at weekly intervals until clin- 
ically cured. Fifty-six per cent of digital warts and 33 per cent of periungual warts 
cleared after a single application of cantharidin. Few required more than three 
treatments. Observation was continued for more than six months in more than half 
the cases. The cure was lasting in about 70 per cent of the cases in which the long- 
term result was known. No mosaic or acuminate warts were treated. Nine plain 
warts on the arms and trunk were not affected by cantharidin treatment. Can- 
tharidin ranks with liquid nitrogen in effectiveness, but it is painless to apply and 
does not cause scarring. The lytic action of cantharidin does not go beyond the 
epidermal cells, and does not result in the unselective destruction usual with curet- 


tage and desiccation. For these reasons it is especially useful in children. Large 
amounts of cantharidin are not necessary even for large succulent warts; a thin film 
properly occluded to aid penetration will suftice. The main disadvantage is pain and 
tenderness at the treated site for two to four days in some patients. This can be 
avoided by careful application of the drug. Occasionally new warts appear at the 
edge of the cantharidin blister; these may be controlled by further use of cantharidin 
or by curettage and desiccation. 


Chlorambucil in Erythrodermia. JOSEF LIBANSKY AND JIRi TRAPL, Prague, Czechoslovakia 


Lancet 1:732-733, 1960. 


Chlorambucil (Leukeran, Burroughs Wellcome) has been very effective in treating § 
patients with erythrodermia of long standing. The authors used this cystostatic agent 
when skin manifestations overshadowed changes in lymph nodes and other organs or 
when the skin alone showed evidence of a disease process. One patient with severe itch- 
ing, infiltration, and pigmentation of the skin, gross enlargement of the lymph nodes, 
and atypical elements in the blood continues in remission 24 months after treatment. 
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Another patient had a remission for 7 months, and a second course of chlorambucil 
again gave good results. Two others improved strikingly and had been in remission 
for up to four months at the time of the report. A patient with mycosis fungoides 
of 18 years’ duration improved to a greater extent with chlorambucil than with any 
previous therapy. The most effective dosage of chlorambucil was a total of from 
276 to 360 mg. (4.6 to 5.6 mg./Kg. body weight) in a four-week course of treatment. 
The drug was well tolerated and free from side effects, but patients should be care- 
fully observed and have weekly blood counts during treatment. 


Severe Infectious Mononucleosis Treated with Chloroquine Phosphate. LOREN A. GOTHBERG, 
Spokane, Wash. J. A. M. A. 173:53-57, 1960. 


Chloroquine phosphate (Aralen, Winthrop Laboratories), an antimalarial agent, 
has been used to treat infectious mononucleosis. This drug is rapidly and almost 
completely absorbed from the gastrointestinal tract and selectively bound in various 
body tissues, particularly in the liver, spleen, kidney, and lung, as well as the skin 
and leukocytes. Disappearance from the tissues requires several weeks. According 
to the author, who reports on its use in 4 patients so ill with mononucleosis that they 
required hospitalization, chloroquine relieved symptoms without, however, aborting 
the antibody response, eliminating the abnormal lymphocytes, or preventing sec- 
ondary hepatic dysfunction. Apparently the drug suppresses the acute phase of this 
self-limiting infection without otherwise altering its course. Although the possible 
modes of action of chloroquine are not understood, further trial of the drug in 
mononucleosis is recommended not only because of the gratifying symptomatic relief 
it affords but also because such trial might further elucidate the mechanism of action 
of the 4-aminoquinolines. 


Preliminary Clinical Report on a New Analgesic. MAX 8. SADOVE, SYED M. ALI, AND M. J. 


SCHIFFRIN, Chicago, Ill. Illinois M. J. 117:425-427, 1960. 


A new low-addiction synthetic compound, Ro 4-1778/1, was clinically tested by 
the authors for potency on 40 postsurgical orthopedic subjects whose pain was sufhi- 
ciently severe to warrant the use of at least 30 mg. of codeine. The double-blind 
controlled study utilized codeine and a placebo (synthetic vitamin E) as well as Ro 
4-1778/1. Pain and sedation were evaluated and recorded before drug administra- 
tion and 30, 60, 90, 120, and 180 minutes afterward. A total of 82 doses of analgesics 
and placebo were given. The order of increasing analgesic effectiveness, based on 
three different methods of analysis, was 20 mg. of Ro 4-1778/1, 30 mg. of codeine, 
and 40 mg. of Ro 4-1778/1. The analgesic effectiveness of Ro 4-1778/1 and codeine, 
milligram for milligram, appeared to be of the same order when these drugs are 


given orally. 


A New Salicylate Therapy for the Treatment of Arthritic Diseases. L. J. DANSON AND W. R. 
THOMPSON, Hackensack, N. J. J. M. Soc. New Jersey 57:314-316, 1960. 


The authors report the use of a combination of acetylsalicylic acid (for immediate 
relief) and salicylsalicylic acid (for slower absorption and less irritation of gastric 
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mucosa) (Persistin, Sherman Laboratories) in 47 adults, 32 of whom had degenerative 
joint disease, 12 rheumatoid arthritis, 2 posttraumatic arthropathy, and 1 bursitis. 
Seventeen of these patients were on steroids when the salicylate combination was 
added to the regimen, but steroid dosage was reduced. Most patients were seen 
every two weeks. Evaluation was based on patient satisfaction and objective clinical 
findings. Except for 1 patient, complaints of gastric intolerance were generally 
absent. Analgesia was successfully prolonged so that constant relief was obtained 
throughout the night with a corsequent reduction in morning pain and stiffness. 
Results were excellent to good in 33 and satisfactory in 10 of the 47 patients. Of the 
other 4, 1 with rheumatoid arthritis complained of gastric intolerance and had no 
improvement in symptoms, and the other 3, who had previously been on steroids, 
failed to return after their first or second visit to the clinic. 


Pernicious Anemia Masked by Multivitamins Containing Folic Acid. A.B. CURRY ELLISON, 
Charleston, W. Va. J. A. M. A. 173:240-243, 1960. 


The danger of administering folic acid preparations without specific indication is 
described by the author, 2 of whose patients, aged 58 and 70 years, respectively, 
complained of paresthesias, difficulty in walking, and other neurological symptoms. 
The diagnosis of pernicious anemia as the underlying disease was not clear until it 
was discovered that the first patient had been taking folic acid preparations daily 
for more than two years and that the other had been doing so for more than a month. 
After the correct diagnosis had been made, use of the folic acid was discontinued and 
treatment with liver extract and vitamin By. was followed by some relief of the 
neurological symptoms, although the degeneration of the spinal cord that these 
patients had developed was not altogether reversible. The author feels that folic 
acid should be removed from all multivitamin and iron preparations and that it 
should be dispensed in individual tablets and used for the specific conditions for 
which it is indicated. 


Persistence of Antibody in Children After a Third Dose of Poliomyelitis Vaccine and Their 
Response to a Fourth. J. STEVENSON LOGAN, ANNE M. FIELD, A. D. MACRAE, ANN 
MILLER, AND J. O'H. TOBIN, London, England. Brit. M. J. 1:1692-1694, 1960. 


The poliomyelitis antibody level in 27 children 4 to 13 years of age was measured 


two years after they had received a third dose of inactivated poliomyelitis vaccine 
The children still had demonstrable antibody in their serum against the three polio- 
viruses except for 1, who appeared to lack type 1 antibody. The antibody fall during 
the two years was estimated to be 78 to 79 per cent for all three virus types. 

A good response to a fourth dose of the inactivated vaccine was found in most of 
these children. No poliovirus inhibitors could be found in their feces either before 
or after the fourth dose. 
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BOOK REVIEWS 





Clinical Neurosurgery: Proceedings of the Congress of Neurological Surgeons, San Francisco, 
California, 1958, EDITED BY ROBERT G. FISHER, M.D. Baltimore, The William & 


Wilkins Company, 1959. Pp. 289. Price $11.00. 


This book contains the proceedings of the Eighth Annual Meeting of the Con- 
gress of Neurological Surgeons, held in San Francisco Oct. 30 and 31 and Nov. 1, 
1958. Honored guest of the symposium was Dr. A. Earl Walker, professor of neuro- 
logical surgery at The Johns Hopkins University, who presented the first three 
papers on the dawn of neurosurgery, surgery of the brain stem, and post-traumatic 
epilepsy. 

Most of the papers of the meeting are devoted to surgery of the brain stem, includ- 
ing surgical correction of syringomyelia, surgical treatment of vertigo, surgery of the 
posterior cranial fossa, and others. The final paper is an interesting review of bio- 
medical aspects of space flight. The contributors are all experts in neurological 
surgery and related specialties, and their papers are important contributions. The 
book is a valuable record of current progress in clinical neurosurgery, particularly 


of the brain stem. 


Lectures in Aerospace Medicine. 1960. PRESENTED BY MAJOR GENERAL OTIS 0. BENSON, 
jR., USAF, Mc. Aerospace Medical Center (ATC) Texas. 


As the editor of this extraordinary book, containing 21 lectures, so brilliantly 
states in his introduction: “‘There is a revolution in our medical thinking brought 
about by the Space Age. In these new developments the propulsion systems to be 
used in human flights are replacing aerodynamics by ballistics and celestial me- 
chanics: 1. Altitudes are being expressed by distances from the earth in miles and 
kilometers, not feet and meters. 2. The velocities approach those of meteorites. 
3. The vehicles behave in their motion-dynamics like celestial bodies. 4. The 
nearest celestial bodies will unquestionably be within the reach of manned space 
craft. These considerations are some of the features in the complex development 
of the Space Age, novel in human history, and exotic, indeed. A unique challenge 
to medicine as an active participant in the space program has been extended. Space 
medicine research and teaching cannot be completely separated from aeromedical 
research and teaching." 

The problems of the celestial bodies are discussed with great authority in various 
lectures: ‘The Sun,’ by John W. Evans, Jr.; ‘*The Upper Atmosphere as Observed 
with Rockets and Satellites,’’ by William W. Kellog; ‘‘ Planetary Ecology (Astro- 
biology),’’ by Dr. Hubertus Strughold, a distinguished pioneer-scientist in this 
field who also studies the ‘* Biophysics of the Space-Environment”’ in another lecture; 
and* Moon, Mars, Venus,’’ by Clyde W. Tombaugh. 

Radiation in space is considered in two very interesting lectures: ‘‘The Physical 
Picture’’ and *‘ Biological Effects,’’ by S. Fred Singer and David G. Simons respec- 


tively. 





Other lectures of great interest also are: ‘* Propulsion Systems,’’ by Walter R. 
Dornberger; ‘Space Flight Dynamics,’’ with Rufus Hessberg discussing “‘ Increased 
G”’ and Willard R. Hawkins, ‘* Zero G’’;*'Cabin Atmospheres—Physical and Chem- 
ical Control,’’ by Daniel M. Keller; ‘‘ Space Logistics,’’ comprising ‘‘ Food, Water, 
Waste"’ and “‘ Biosynthetic Gas Exchanges,’’ by Billy E. Welch and Jack Myers, 
respectively; ‘Toxicity of Chemicals,’’ by Vernon Montgomery; ‘Medical Prob- 
lems at Launch Sites,” by George M. Knauf; *‘ Psycho-physiological Problems of 
Manned Space Vehicles,’’ by George T. Hauty; ‘Emergency and Escape Procedures," 
by J. F. Hegenwald, Jr.;‘* Present and Future Personal Equipment,"’ by Stanley White; 
‘*Selection and Training of Space Crews,"’ by William K. Douglas; and *‘ Research 
Programs,’ comprising ‘‘The Lunar Colony,’’ and *‘ Future Problems,’’ by Paul A. 
Campbell and John E. Pickering, respectively. 

We have enumerated every one of the lectures because they open up a vast new 
world, awesome and wonderful. Space medicine began as an extension of experi- 
mental human physiology. Courses like the one recorded in this book make one 
realize that a truly nuova scienza has begun, a science that integrates medicine with 
physics, chemistry, astronomy, biology, geophysics, mathematics, and other sciences. 

The extraordinary promise that permeates this amazing book, as Dr. Strughold 
so aptly states in his ‘‘Summation,"’ includes space flights within the solar system, 
which will create not only medical problems that “‘put medicine, so-to-speak, in 
the third dimension," but also strange problems concerned with the ‘‘subspeed of 
light, interstellar flight, that put medicine in the fourth dimension.”’ 

While extremely technical and complex, this book is of great value to everyone 
who has something to do with or is interested in aerospace medicine. It symbolizes 
the new horizons that are being opened up every day, by a vast array of dedicated 
investigators in this field, to medicine in our time and beyond our space.— Félix 
Marti-Ibanez, M.D. 


Microbiology: Yesterday and Today. "EDITED BY VERNON BRYSON. New Brunswick, 
N. J., Institute of Microbiology, Rutgers, The State University, 1959. Pp. 122. 
Price $4.00. 


This interesting book contains the proceedings of a symposium held June 5, 1958, 
in honor of the seventieth birthday of Selman A. Waksman, Nobel laureate and 
professor emeritus of the Institute of Microbiology, Rutgers University. 

For the most part, the seven papers included here describe the historical develop- 
ment of various aspects of microbiology, including microbial biochemistry, anti- 
biotics, immunochemistry, bacterial classification, contributions of genetics to 
microbiology. 

Particularly interesting is a paper on aspects of Russian microbiology, by George 
K. Skriabin of the Institute of Microbiology, Academy of Sciences, U. S. $. R. Dr 
Skriabin discusses the rapid growth in scientific investigation in Russia since the 
October Revolution and some of the major contributions made by Soviet micro- 
biologists. 

Finally, Dr. Waksman describes the development of general microbiology and 
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points out the shift in emphasis, in recent years, from the individual investigator 
to the team and the totally different scientific approach of present-day microbi- 
ologists from that of yesterday's investigators. He raises the question ‘whether, 
with all our modern scientific erudition and paraphernalia, modern contributions 
can equal in grandeur those made by the microbiologist of yesterday." 

The book is a revealing portrayal of the contrast of microbiology of yesterday and 


today. 


Antibiotic and Sulphonamide Treatment: A Short Guide for Practitioners. EDITED BY M. 
E. FLOREY, M.D. London, Oxford University Press, 1959. Pp. 150. Price $2.75. 


This is a practical handbook in the use of the antibiotics and sulfonamides. The 
general practitioner will find it particularly helpful in selecting the best drug for each 
infection or disease and in determining proper dosage and suitable supplementary 
therapy. Use of combination drugs, when recommended, is also discussed. 

After a brief review of the properties of individual antibiotics and sulfonamides, 
there follow chapters on specific infections and diseases—respiratory, cardiovascular, 
abdominal, genitourinary, obstetrical, venereal, and others. 

The book is not intended as a comprehensive review of antibiotic and sulfonamide 
therapy in complete detail, but is, instead, a very valuable guide for brief reference. 


Biochemical Aspects of Neurological Disorders. EDITED BY JOHN N. CUMINGS AND MICHAEL 
KREMER. Springfield, Ill., Charles C Thomas, 1959. Pp. 230. Price $8.75. 


The papers included in this book were originally given as a series of lectures in 
1957-1958 at the Institute of Neurology, National Hospital, London. As such, 
they are rather uneven, some of them being comprehensive, well-documented reviews 
of a particular biochemical aspect of neurological disease, others being brief intro- 
ductory outlines of their subject. 

Some of the more important chapters are those that deal with vitamin B group 
disorders of the nervous system, calcium and phosphorus metabolism in nervous 
disorders, biochemical aspects of anoxic and hypoglycemic states, of pituitary and 
adrenal disorders, and of disorders of muscle. 

The book does contain much valuable information not readily available in stand- 
ard textbooks. And the subject has become more and more vital in recent years with 
advancements in our understanding of these phases of neurological disorders. 

The book might have been improved by addition of an introduction to tie the papers 


together, since they are so variable in nature. 


Psychotherapy and Society: Psychotherapy for the Many and the Few. WLADIMIR G. ELIAS- 
BERG, M.D., PH.D., F.A.P.A. New York, Philosophical Library, Inc., 1959. Pp. 
223. Price $6.00. 


It is difficult to determine the author’s purpose in writing this book—it is not 
intended for laymen, nor is it a textbook for the psychologist or psychiatrist. The 
book seems to advocate a*‘ rejuvenated psychotherapy”’ that integrates within it the 
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sociohistorical background and the humanities, but the confusion of ideas and poor 
organization of the book prevent the reader from fully understanding this thesis. 

The author states that the number of those in need of psychotherapy has increased 
immensely—these persons are called ‘‘the Many."’ But the increase in psycho- 
therapists has been only moderate. Thus the latter must now be ‘‘the moderator 
and the leader at the meeting and in the psychotherapeutic group, the director of 
dramatic production, a propagandist, a criminalist, the trusted adviser in the stress 
situations of the prison, the lie detector test and the forced submission to expert 
examinations in litigation, criminal trial, private and social insurance, social wel- 
fare. He must understand the situations in the family, in the community and the 
nation, and he must measure his morals against those of the patient; so that together 
they may build a moral treatment.”’ 

A number of case histories are cited to illustrate the problems of the Many and the 
various roles of the psychotherapist. 

The book suffers from lack of clarity, a defect further exaggerated by sloppy 
editing and proofreading and other typographical inadequacies. 


Babies by Choice or by Chance. ALAN F. GUTTMACHER, M.D. Garden City, N. Y., Double- 
day & Company, Inc., 1959. Pp. 289. Price $3.95. 

This is a challenging book, the indignant expression of a recognized authority 
on the scientific control of conception. Dr. Guttmacher, who was recently named 
director of the Margaret Sanger Research Bureau, has made an important contribution 
in this outspoken, uninhibited discussion of a subject so surrounded by taboo, ig- 


norance, and controversy. 

The author first discusses various aspects of contraception—the contraceptive 
methods now available, their relative merits, the all-important search for an effec- 
tive, inexpensive physiologic method of contraception, and medical, religious, and 
legal attitudes toward contraception. Next he considers sterilization and legal, 
criminal, and spontaneous abortion. Finally, he discusses infertility and artificial 
insemination. 

The author advocates a liberal, enlightened approach to these problems. His 
courageous stand—courageous even in this ‘‘modern’’ era—should cause every 
intelligent reader to re-examine his own attitudes on scientific control of conception. 


The Training of the Zen Buddhist Monk. vatsetz TEITARO suzUKI. New York, Univer- 
sity Books, Inc., 1959. Pp. 161. Price $5.00. 

Zen Buddhism is a discipline rather than a philosophy since it directly deals with 
life. Dr. Suzuki, considered the greatest living exponent of Zen Buddhism, has 
written a concise description of the training of the Zen Buddhist monk, which serves 
as a fine introduction to Zen. The text is accompanied by 43 excellent illustrations 
depicting phases in the training of the monk. 

The author clearly points out that the life of a Zen monk will not be devoted 
solely to meditation, for the monk also does physical work and participates in sports. 
‘* “A day of no work is a day of no eating’ is the literal rendering of the first rule of 
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the monastery life."’ The monks are not allowed to live in a state of lethargy and 


of mere contemplation. 

The Zen monk must also lead a life of service, but “‘if it is done with the thought 
of a reward or without the sense of gratitude and humility, it is not at all service, 
it is a deed of mean commercialism. The Zen monk ought to be above that.”’ 

Meditation is one of the most important features of the monk's life. The monk 
is given a koan, a kind of question that he must solve. When this is successfully 
solved, he will be given other koans on which to meditate. The solutions to these 
will not be comprehensible to the Western reader, nor will he understand some of 
the other aspects of Zen life and Zen meditation. Nevertheless, the reader will find 
this a fascinating book, which presents a very interesting portrayal of the Zen monk 
and Zen Buddhism as they really are—Jack Kerouac and other “‘beat’’ writers not- 


withstanding. 


The Meaning of Death. EDITED BY HERMAN FEIFEL, PH.D. New York, Toronto, London, 
McGraw-Hill Book Company, Inc., 1959. Pp. 351. 


To neglect death, to relegate it to “‘tabooed territory’’ reserved for topics such as 
sex, is a form of “‘ostrich adjustment,’’ states Herman Feifel, editor of this taste- 
fully done, thought-provoking book. The articles in the book are a series of ** spot- 
lights’’ on death by contributors in the fields of anthropology, art, literature, medi- 
cine, philosophy, physiology, psychoanalysis, psychiatry, psychology, and religion. 

Dr. Feifel points out that there are three dominant leitmotivs in the book: *‘ Denial 
and avoidance of the countenance of death characterize much of the American out- 
look. . . . It is conceivabie that our science-conscious culture, which tends to measure 
all experience within the bounds of space and time, does not furnish us with all the 
necessary parameters for investigating and understanding death. There is a pressing 
need for more reliable information and systematic, controlled study in the field.’ 

Part 1 of the book, ‘‘ Theoretical Outlooks on Death,"’ contains five articles, one 
of them a profound and moving contribution by Carl Jung not previously published 
in English. An unusual study on the child’s view of death is included in part 2, 
‘Developmental Orientation Toward Death."’ A discussion of the motifs of death 
in modern art and a study of the social functions of various types of funeral rites are 
two of the interesting articles in part 3, ‘‘Death Concept in Cultural and Religious 
Fields.”’ 

A number of practical suggestions to the physician on treatment of the dying 
person are discussed on one paper in part 4, ‘‘ Clinical and Experimental Studies.” 

The need for broadening our knowledge of death and for removing the embarrass- 
ment that surrounds it is emphasized in this book. The Meanin, of Death is unique 
in subject and approach and is a valuable compilation of information and reflection. 


A Doctor's Life of John Keats. WALTER A. WELLS, M.D. New York, Vantage Press, 
Inc., 1959. Pp. 247. Price $3.95. 


This is a sympathetic portrayal of John Keats as medical student, as patient, and 
as poet. The author suggests a hypothetical case history of Keats with a modern 
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interpretation, emphasizing both the physical illness—tuberculosis—and the psy- 
chosomatic phenomena, including melancholia. 

It is fascinating to read the many selections from Keats's letters, which frequently 
make reference to his illness (‘‘ All I have to complain of today is want of strength 
and little tightness of the chest.’’). Also interesting are selections from letters to 
Fanny Brawne and other women whom Keats reputedly loved. 

The author clearly defines Keats's melancholia: ‘He presented the classical symp- 
toms [of melancholia], with his frequently recurring moods of gloom and despair, 
marked with complete apathy and lassitude of mind and body; with a state of list- 
lessness, which he called his abstraction, or languor which he referred to as indolence 
According to his friends, he actually contemplated suicide."’ The author also 
points out other factors in Keats's personality, including his extreme self-conscious- 
ness of his short stature. 

This is an interesting book. Although it is somewhat superficial and contains 
certain extraneous material, the author's enthusiasm and sincerity compensate for 
what the book Jacks in depth. 


The Healing Trance: A Doctor's Story of Hypnosis. ALAN MiITcHELL. New York, A. $ 
Barnes and Company, Inc., 1959. Pp. 248. Price $3.95. 


The Healing Trance is an explanation, for the general reader, of what hypnosis ts 
and how it can be used in medicine. A ‘Dr. John Wright’’ describes how he first 
became interested in hypnosis, a series of lectures he attended to learn how hypnosis 
works, and some of the patients he treated after setting up practice as a medical 
hypnotist. 

Although too elementary for the physician, the book is excellent for the lay 
reader. The author carefully emphasizes that hypnosis is dangerous in untrained 
hands and should not be regarded as an interesting party game. Rather, the serious 
uses of hypnosis—in obstetrics, surgery, dentistry, psychosomatic illnesses, allergies 

are delineated. 

The book is tastefully written, ard it is a fine introduction to the subject for 


nonspecialist readers. 


The Social Epidemiology of Mental Disorders—A Psychiatric Survey of Texas. ©. GARTLY 
jaco. New York, Russell Sage Foundation, 1960. Pp. 228. Price $3.50. 


This excellent book is concerned with an interesting psychiatric survey of the 
state of Texas in which the social epidemiology of mental illness was examined 
carefully. In this comprehensive study, nine major characteristics were analyzed 
age, sex, subculture, interstate migration, ecological area, urban and rural resi- 
dential location, marital status, occupational class, and educational attainment. 

Three major hypotheses were investigated: whether the probability of acquiring 
a psychosis is random or the same for all individuals in the population, whether 
inhabitants of different areas exhibit the same rates of incidence of psychoses, whether 
persons with different social attributes or affiliations have the same incidence rates 
of psychoses. 
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No definitive conclusions may be derived from this study. However, it is to be 
hoped that it will inspire similar studies elsewhere, which will eventually provide 
a satisfactory epidemiological picture of mental disorder throughout the country. 


Clinical Psychiatry. W.MAYER-GROSS, ELIOT SLATER, AND MARTIN ROTH. Ed. 2. Balti- 
more, The Williams and Wilkins Company, 1960. Pp. 704. Price $13.00. 


This is the second edition of an excellent textbook on clinical psychiatry originally 
published in 1954. The book encompasses a multidimensional approach, not being 
limited to discussion of theory and application of one particular school of psychiatry. 

A number of important revisions have been made in the second edition. The 
discussion of Freudian theory, which was given a detailed critique in the first edition, 
has been curtailed somewhat. Also, the second edition includes a fuller account of 
the sociological aspects of psychiatry, of Pavlovian psychopathology, and of existen- 
tialism. Although the book was written by British physicians, the review of 
administrative and legal psychiatry is not confined to British law, but also includes 
comparative material from other countries throughout the world. 

The book is a valuable textbook and reference source. 


Books in Brief 


The Haunted Mind: A Psychoanalyst Looks at the Supernatural, NANDOR FoDOR. New 


York, Helix Press, 1959. Pp. 314. Price $5.00. 


The author, a practicing psychoanalyst, reports his experiences in investigating 
paranormal occurrences. Without giving final judgment, he discusses the phenomena 
of communication with the dead, reincarnation, poltergeists, levitation, medium- 
ship. His viewpoint is sympathetic, yet objective. 


Current Therapy—1960. EDITED BY HOWARD F. CONN, M.D. Philadelphia and London, 

W. B. Saunders Company, 1960. Pp. 808. Price $12.00. 

This is an authoritative and factual compilation of information on recent ad- 
vances in therapy and standard methods in current usage. Like the previous volumes 
in this annual series, this is not merely a revision of the old, but is a new edition. 
Like its predecessors, this is an invaluable reference book. 


Psychiatry in the Medical Specialties. FLANDERS DUNBAR, M.D., MED.SC.D., PH.D. New 


York, McGraw-Hill Book Company, Inc., 1959. Pp. 535. 


This is an excellent and unusual book, which describes the psychiatric problems 
likely to be encountered in various medical specialties and other aspects of the 
interrelationship between psychiatry and the other branches of medicine. Special 
attention is given to the syndrome of longevity and to the relationship between 
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endocrinology and psychiatry. The book will be valuable to all physicians and 
psychiatrists. 


Principles and Practice of Obstetric Anaesthesia. J. SELWYN CRAWFORD. Springfield, Ill., 
Charles C Thomas, 1959. Pp. 128. Price $4.00. 


This book, of value only to British obstetricians and anesthetists, is a critical 
evaluation of obstetrical anesthesia in Great Britain. Discussed are the physiology 
of mother and child, placental transmission, analgesia and anesthesia. Particular 
emphasis is placed on the requirements of domiciliary practice. 


Principles of Self-Damage. EDMUND BERGLER, M.D. New York, Philosophical Library, 
Inc., 1959. Pp. 469. Price $6.00. 


This is an excellent survey of the mechanisms involved in “‘ psychic masochism,” 
in the ‘pleasure in displeasure’ pattern of the torture emanating from the uncon- 
scious conscience. The author presents clinical material demonstrating the ‘‘solu- 
tion’’ of conflicts by nonmasochistic or masochistic behavior. 


Sexual Impotence In the Male. tBONARD PAUL WERSHUB, M.D., F.A.C.S., F.1.¢.s. Spring- 


field, Ill., Charles C Thomas, 1959. Pp. 126. 


The physician, surgeon, urologist, and psychiatrist will be particularly interested 
in this lucid discussion of male impotence and its treatment. Chapters are included 
on the potent male, the problem of classification of types of impotence, and organic, 
quasiorganic, and functional causes of impotence. 


The Whole Truth about Allergy. HERMAN HIRSCHFELD, M.D., F.A.c.A. New York, 
Allergy Publishers, 1960. Ed. 3, Pp. 199. Price $0.50. 


Allergy: What It Is and What to Do About It. HARRY SWARTZ, M.D. New York, 
Frederick Ungar Publishing Co., 1960. Ed. 2. Pp. 232. Price $3.95. 


The Whole Truth about Allergy is a brief, superficial review of allergic disorders, in 
very general terms, yet containing enough information to introduce the public to 
the field of allergy from hay fever to migraine headaches. Allergy: What It Is and 
What to Do About It is a much more thorough book. Treatment and control of 
allergy are discussed at length, as are numerous other aspects of the condition. 


My Name Is Legion: Foundations for a Theory of Man in Relation to Culture. The Stir- 
ling County Study of Psychiatric Disorder & Sociocultural Environment. Vol. 1. 
ALEXANDER H. LEIGHTON, M.D. New York, Basic Books, Inc., 1959. Pp. 452. 
Price $7.50. 

An intensive, interdisciplinary 10-year study of psychiatric disorder and socio- 
cultural environment in one community is described in this important book. How- 
ever, interest in the book, particularly in the outline of the research plan followed, 
will be limited to psychiatrists and sociologists. 
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Inside the Living Cell: Some Secrets of Life. J. A. V. BUTLER, D.Sc., F.R.S. New York, 
Basic Books, Inc., 1959. Pp. 174. Price $3.50. 


This is an excellent introduction for the layman to the study of the living cell 
the organization of cells, their mechanism of function, cell parasites, cancer, the 
roles of cells in the body. The exposition is accurate and lucid, yet nontechnical. 
A helpful bibliography will guide the interested reader to further study of the 
subject. 


Help for Your Headaches. PERCY BRAZIL, M.D., AND WILLIAM H. GREEN. New York, 
Arco Publishing Company, Inc., 1960. Pp. 150. Price $2.98. 


Definition of the various types of headache and discussion of their cause, diagnosis, 
and treatment are included in this helpful book for the lay reader. It is wisely 
emphasized that *‘ this is not a do-it-yourself manual of diagnosis and self-treatment,”’ 
but a guide to further understanding of the problem of headache. A final chapter 
aids the reader in preparing his medical history before seeing a physician. 


A Traveler's Guide to Good Health. coLrveR RULE, M.D. Garden City, N. Y., Double- 
day & Company, Inc., 1960. Pp. 266. Price $3.95. 


Everything the traveler needs to know—both before and during his trip—to main- 
tain good health is helpfully outlined in this book, including immunization informa- 
tion, suggestions on what to eat, drink, and wear, handling first-aid emergencies, 
particular disorders and how to deal with them. The medical situation to be ex- 
pected in various areas of the world is summarized, and a multilingual glossary of 
medical information is included. 


The Teen-Age Years: A Medical Guide for Young People and Their Parents. ARTHUR ROTH, 
M.D. Garden City, N. Y., Doubleday & Company, Inc., 1960. Pp. 288. Price 
$3.95. 

Highly recommended for teen-agers and their parents, this book is a compre- 
hensive review of the medical problems of young people, including sexual develop- 
ment, growth, weight, skin care, physical handicaps. The author is founder and 
director of a teen-age clinic in California and is a pioneer in this new medical spe- 
cialty, “‘ephebiatrics,’’ devoted to physical and emotional ills of adolescents. 


january 1961 INTERNATIONAL RECORD OF MEDICINE 





. HISTORY 
NEUROLO GY 


by Walther Riese, M.D. 


Associate Professor of Psychiatry and Neurology; 
Chairman, Department of the History of Medicine, 
Medical College of Virginia, Richmond, Virginia 

Consulting Neuropathologist to the 
Department of Mental Hygiene and Hospitals 
of the Commonwealth of Virginia 


ere is a new approach to the history of neurology. 

‘With an historian’s eye for the dynamic, 
the author has chosen to focus on “the great and 
lasting problems” that have remained inherent 
in man’s endeavor through the ages to 
understand the functions of the nervous system 
and their disturbances. By concentrating on fact, 
thought, and theory, Dr. Riese has achieved a 
comprehensive picture of neurologic progress. 


Dr. Riese traces the history of the doctrine of 
cerebral localization, its scope, limits, and different 
versions, both past and present. Other sections of 
special interest include those on the history of 
diagnosis, prognosis, and therapy in neurology; 
anda comprehensive treatment of the history of 
diaschisis or cerebral shock. Also included are 
invaluable sections : neurological chronology ; 

list of journals specializing in neurology 

and neurological societies and associations. 


This volume is one of a series devoted to the 


histories of various specialties and facets of 


medicine. Félix Marti-Ibafiez, M.D., who wrote 
the foreword to A History of Neurology, is the 
Editorial Director of the series, which includes 
Public Health and Ophthalmology. 
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